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is inserted between square brackets, usually at the end of an abstract. In some instances only the titles of articles 
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Scientific Periodicals. The titles of articles from foreign journals are translated into English. 


This journal is essentially a guide to work in progress in the world’s medical centres. No abstract can be regarded 
as a substitute for the article abstracted. For complete information the original article must be consulted. Our 
aim is to give the reader sufficient details in an abstract to enable him to judge whether the original is, for him, worth 
reading in full. 


The abstracts are grouped in broad classifications which represent the special fields of study into which Medicine 
is divided. The specialist will, it is hoped, learn from this journal of work done in other fields as well as in his own. 
The general practitioner will be able to keep abreast of modern knowledge in the various specialties. The 
representation in one journal of the several aspects of Medicine will, it is believed, give an integrated picture of the 
whole, necessary in this age of specialization. 
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PUBLIC HEALTH 


1. Meningococcal Meningitis with Particular Reference 
to Epidemiology and Pathogenesis 

R. W. FAIRBROTHER. Journal of Clinical Pathology [J. 
clin. Path.| 1, 10-18, Nov., 1947. 36 refs. 


This is an account from the Manchester Royal 
Infirmary of an investigation carried out during the past 
7 years into the mode of attack and methods of spread 
of the meningococcus. 

Cases of cerebrospinal fever (105 from the Services and 
47 in civilians) were examined, together with 144 close 
contacts and 530 members of the general community, 
to discover how often the meningococcus can be 
recovered from the nasopharynx and what type is likely 
to be present. The technique of isolation and grouping 
is described in detail. A striking difference was noted 
between the strain (Group 1) obtained during the 1940-2 
epidemic and that which was found (Group ID) in those 
infrequent cases occurring in the winter of 1946-7. 
The author considers that Group I meningococci are 
more virulent than those of Group II but that there is 
no difference in the severity of symptoms produced by 
both groups. He points out that the well-known low 
incidence of cases compared with the number of carriers 
clearly indicates that passage from nasopharynx to 
meninges is not easily accomplished. In considering 
how this passage takes place he doubts the com- 
mon supposition that infection usually develops in 
three defined stages: (1) catarrhal infection, (2) sep- 
ticaemia, and (3) localization in the meninges. Since 
the “ catarrhal stage”’ has epidemiological significance 
he quotes statistics of swabbings which tend to prove 
that the meningococcus is only rarely recoverable 
from the nasopharynx. The meningococcus is un- 
doubtedly spread by droplet infection, and the author 
strongly favours the theory that it passes directly to the 
brain, probably through the perineural sheaths of the 
olfactory nerves. Potassium ferricyanide and iron 
ammonium citrate have been found in the subarachnoid 
space of a rabbit within 1 hour of instillation into its 
nasal cavity. He criticizes the belief that there is a 
primary meningococcal septicaemia, holding that the 

choroid plexus offers an efficient barrier and there is 
nothing to suggest any special affinity of the menin- 
gococcus for the plexus. He considers that the presence 
of cocci in the bloodstream may be accounted for by 
overflow from the central nervous system. [Perhaps 
rashly, the author instances pneumonia and enteric 


_ fever as similar examples of overflow, but will clinicians 
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agree with him? Samuel Gee once described pneumonia 
as a general disease that sometimes attacks the lung.] 
The author explains the occurrence of sporadic Group II 
infections ‘in infants during non-epidemic periods as 
being due to the children’s close contact with adults 
who are likely to be harbouring a relatively avirulent 
strain which is yet strong enough to overcome the weak 
defence of an infant. 

[The general conclusions of this paper, though cogently 
urged, seem to conflict with clinical findings which have 
often been observed. Probably few clinicians will be 
easily persuaded to discard their belief in the possibility 
of a primary meningococcal septicaemia, even though, 
as the author seems to have shown, direct spread to 
the brain is the more usual occurrence.] 

Jos. B. Ellison. 


2. Immunity to Diphtheria Induced by a Booster Dose- 
of Diphtheria Toxoid Purified by Absorption and Elution. 
Based on a Study of Fifty-five Allergic Children é 
M. M. PrsHKIn and H. G. Rapaport. Annals of 
Allergy [Ann. Allergy| 5, 503-508, Nov.—Dec,, 1947. 
13 refs. 


Crude detoxicated bacteriai filtrates and-the alum- 
precipitated toxoids used in diphtheria prophylaxis 
often cause undesirable reactions, especially after a 
booster dose in older children. This is probably due to 
somatic bacillary proteins. More than 90% of the 
original nitrogen content can be removed by selective 
adsorption of these. A purified toxoid is obtained by 
detoxication of the absorbed toxin with formaldehyde, 
dialysis, absorption of the toxoid with calcium phosphate, 
and elution of the purified toxoid. The highly purified 
product contained very little nitrogen, is free from 
bacillary proteins, and is highly antigenic. It was used 
in 55 allergic children with asthma, hay-fever, or both, 
previously immunized with alum-precipitated combined 
diphtheria and tetanus toxoids. The average age was 
144 years. The “calcium phosphated” and the 
“* eluted ’’ toxoid cause a rise in the antitoxin level in the 
blood to 40 units per ml., after 0-5 or 1 ml. of either. 
The maximum antitoxin response occurred after 1 week 
in 10 children, after 1 month in 20, and after 2 months 
in 25. “Calcium phosphated”’ toxoid still caused 
severe local and systemic reactions and therefore proved 
unsuitable for immunization. The “eluted calcium 
phosphated ” toxoid when tried out on 19 children gave 
reactions less frequently than did the alum-precipitated 
toxoid. Intradermal tests also produce fewer reactions. 


E. M. Fraenkel 
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3. Fluorine and the Prophylaxis of Caries. (Prop u 
mpodunaktTHKa KapHeca) 

L. I. KAUSHANSKY. Cromatonorua [Stomatologiya] 
‘No. 2, 17-25, 1947. 33 refs. 


Fluorine, an essential part of animal and plant life, is 
present in teeth and bones of animals. It is regarded by 
some workers as a catalyser in fixation of calcium; 
others consider that it plays an active part in the meta- 
bolism of phosphorus. Amounts of fluorine in the body 
are minute; 1 kg. of deciduous teeth contains 1-8 g. of 
fluorine. There is twice as much fluorine in teeth as 
there is in bone. Fluorine is found in the body in two 
forms. In muscles, glands, nerves, and blood it combines 
with phosphorus organically and helps fixation of 
phosphorus in cells; one part of fluorine can combine 
with 350 to 370 parts of phosphorus. In’ bones and 
teeth it combines with 130 to 180 parts. Milk would be 
useless for a growing child if it did not contain traces of 
fluorine. Carious teeth contain less fluorine than intact 
enamel, but in pyorrhoea alveolaris the amount of 
fluorine is normal. Local application of sodium 
fluoride, either in a watery solution or in a paste, has 
been shown to reduce the incidence of caries (Abstract 
4). After the application the amount of fluorine in 
the tooth is higher than in controls. This proves that 
enamel can absorb fluorine. After it is absorbed it 
enters into chemical combination with calcium salts and 
becomes solidly fixed in the hard tissues. Toxic effects 
were not observed; the amount of fluorine in urine and 
faeces was not increased. Therefore, no systemic 
absorption took place and local application of fluoride 
is harmless. 

American workers have confirmed these findings. 
Exactly how fluorine acts is still not known. It either 
changes the structure of the tooth, rendering it immune 
to caries, or weakens those factors which are the cause 
of caries. Some workers consider that an acid-resistant 
calcium fluoride is formed. The small amount of fluorine 
does not seem to have any effect on B. acidophilus. As 
fluorine is not excreted in saliva its action is not direct. 
Fluoride injected hypodermically has no effect. If given 
in food it comes in contact with the tooth and is more 
effective. Fluorine definitely renders the tooth more 
resistant to acid destruction. T. Guercken 


4. Results of Caries Prophylaxis by the Application 
of Fluorine to the Teeth. 
‘ MpOTHBOKapHo3sHOH mo 
KOMCKOMy) 

1.G. Lukomsky and L. K. ZAPOROZHETS. CromaTonorua 
[Stomatologiya] No. 2, 25-29, 1947. 3 figs. 


The authors have carried out a series of experiments on 
school-children to prove that fluoride applied to the teeth 
prevents caries. They took children from the same school 
and of the same age and divided them into four groups. 
The first group comprised 188 children; sodium fluoride 
was applied to their teeth each quarter for 30 months. 
In the second group of 380 children fluoride was applied 
half-yearly for 2 years. The third group of 322 children 
had two half-yearly applications of fluoride, and in the 


last group fluoride was applied to 6-year-old molars only, 
In the first group one side only was treated, molars of the 
other side being taken as controls. Only one carious 
tooth was found in the seventh quarter; on the control 
side 38 teeth became carious. In the second and third 
groups all teeth were treated. The control group consisted 
of 660 children. They had 2,640 molars, of which 588 
(22:2%) were carious. The second group had 1,520 
molars; 21 (1-4%) became carious. In the third group 
2,088 molars were treated and 2-7°%% of the teeth became 
carious. The first three groups compared favourably 
with the control group. 

Sodium fluoride is used either in a watery solution or 
in a paste. It is applied to the enamel of the tooth and 
gradually penetrates into dentine. This penetration 
depends on the concentration of solution or paste and on 
the length of time the preparation is left in contact 
with the tooth. Fluorine fixes calcium in enamel and 
dentine and its presence is essential for the formation 
of acid calcium phosphates. The chemical reaction 
between fluorine and enamel goes parallel with the organic 
union between the two substances. The physiological 
action of fluorine raises the functional value of the 
enamel barrier against the invasion of caries. The tooth 
is dried and a small amount is applied to occlusal surfaces 
and rubbed into the enamel for one minute. Special 
attention should be paid to the fissures. After the 
occlusal surfaces have been treated the paste is applied to 
the buccal, the palatal (lingual), and lastly to the approxi- 
mating surfaces of the tooth. For the last application a 
celluloid strip is very useful. After the application the 
remaining paste should be carefully removed and the 
mouth washed out. The consistency of the paste should 
be fairly thick to prevent its running into the mouth. 
The best proportions are 75 parts of sodium fluoride to 
25 of glycerine. Every 6 months fluoride should be 
reapplied as the thin film of fluoride wears off in that time. 

T. Guercken 


5. Relation of Certain Cooking Procedures to Staphy- 
lococcus Food Poisoning 

D. L. HUssEMANN and F. W. TANNER. American 
Journal of Public Health [Amer. J. publ. Hith| 37, 1407- 
1414, Nov., 1947. 10 refs. 


The authors prepared a special cream filling of flour, 
sugar, salt, milk (‘‘ reconstituted evaporated ’’), eggs, 
and vanilla and heated it for a definite time at tempera- 


tures recorded by a thermocouple. The mixture was put 
into previously prepared cream-puff pastries. These, 
wrapped in wax paper, were stored—two in a household 
refrigerator, two at room temperature, and two in an 
incubator at 37°C. All were sterile. 

In a second group of experiments sterile cream prepared 
as above, but with some extra precautions to avoid 
contamination, was inoculated with one strain of 
Staphylococcus aureus known to produce enterotoxin. 
Portions of this mixture were transferred to thermal- 
death-time tubes, which were then sealed off and sub- 
jected to various temperatures for different times. The 
results are recorded in a table showing percentage 
survival at 55° C., 65° C., 75° C., and 85° C. for various 
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times. The results with this particular strain indicated 
that 8:2% of the staphylococci survived heating for more 
than 30 minutes at 55°C. but all were killed after 8 
minutes at 65° C., after less than 4 minutes at 75° C., 
and after less than 3 minutes at 85°C. It is probable 
that viable cells were destroyed in somewhat less time than 
here indicated. With a phosphate buffer at pH 7-0 


. slightly different figures were obtained, sterilization being 


effected at rather lower temperatures. The authors 
suggest that these findings may be applicable to the 
problem of rebaking cream-filled mixtures as a method 
of preventing their being a cause of enterotoxin food 
poisoning. W. Savage 


6. The Assessment of the Bacterial Quality of Ice- 
cream 
G. J. Laws. 


Medical Officer [Med. Offr| 79, 89-91, 
Feb. 28, 1948. 


Five hundred samples of ice-cream of which 97 were 
“ cold-mix ’’ preparations were examined by the methy- 
lene blue test and the plate count and for the presence 
of Bacterium coli. The author found in the main a 
considerable degree of correlation between the results 
of the various tests, but considered that the results 
of the methylene blue test too often showed a divergence 
from the others. In 15% of the samples the methylene 
blue test suggested that the ice-cream was of a standard 
far below that indicated by the other tests. The author 
concludes that the methylene blue test is not sufficiently 
reliable to merit its use as a legal standard, and suggests 
that the plate count should not be greater than 200,000 
per ml. and that Bact. coli should be absent from 1 ml. 

Scott Thomson 
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7. Observations on the Toxic Effects of Cordite 

J. S. WEINER and M. L. THomson. British Journal of 
Industrial Medicine (Brit. J. industr. Med.] 4, 205-215, 
Oct., 1947. 8 refs. 


Cordite consists chiefly of nitroglycerine and nitro- 
cellulose with a smaller amount of carbamite. The 
gaseous products found after “ ageing”’ of cordite are 
nitrous fumes, carbon dioxide, carbon monoxide, and 
an unidentified acrid component. 

The results of trials after chest radiography on healthy 
men aged 20 to 25 years are recorded. The validity of 
certain subjective phenomena may be open to question, 
but the general conclusions are based on changes in 
work capacity and blood pressure, and these bear out 
the subjective data. The inhalation of fumes alone can 
induce symptoms, but skin absorption of nitroglycerine 
is possible. In temperate environments work performance 
was not demonstrably affected, but at high temperatures 
one team came near to collapse, with pallor, dizziness, 
and faintness. All but 2 to 3% of nitroglycerine workers 
acquire an immunity after 3 or 4 days; a pause of 3 days 
is not entirely sufficient to abolish acquired immunity. 
Maximum concentration of nitrous fumes was found to 
be 0:00067%, which was less than the concentration of 
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0-:001% allowable for several hours’ exposure. Maxi- 
mum carbon dioxide concentration was 0-002% and 
unlikely to have caused symptoms. The presence of 
nitroglycerine could not be proved chemically and was 
inferred from its known vapour pressure. It was 
presumed to be of the order of 0-0000003%% weight/volume 
during “‘ cold’’ weather trials and was the likely factor 
producing the ill effects observed. 

Clinically, there were irritant effects on the nasal 
mucosa, probably not due to nitrous fumes, and circu- 
latory effects, such as severe frontal headache and fall in 
systolic blood pressure. The diastolic blood pressures 
rose and the pulse pressures diminished. There were 
complaints of nausea and abdominal pain. Pulse rates 

» were inconsistent; respiratory rates were increased. 
Cordite had no influence on rectal temperatures or on 
weight loss and sweating. A _ single estimation of 
methaemoglobin was normal. Haematological, radio- 
logical, and urinary examinations showed no abnormality 
and blood nitrite estimations were inconclusive. 

H. Wyers | 


8. The Experimental Production of X-ray Shadows 
in the Lungs by Inhalation of Industrial Dusts: I. Iron 
Oxide 

H. E. Harpinea, J. L. A. Grout, and T. A. LLoyp 
Davies. British Journal of Industrial Medicine [Brit. J. 
industr. Med.) 4, 223-224 and 232, Oct., 1947. 4 figs., 
3 refs. 


An attempt was made to correlate radiological and 
_. histological findings after inhalation of iron oxide dust 
by exposing 12 rats in a dust chamber to “ crocus”’, 
a crude form of Fe,0;. The concentration was gradually 
increased from 1,500 to 5,000 particles per ml., 88% of 
which were | yu or less in diameter, over a period of 140 
days; the animals were killed at intervals of from 80 to 
235 days after cessation of exposure. The lungs were 
radiographed and subsequently examined histologically. 
Radiography revealed pin-point dense shadows at the 
periphery of the lung field with no intensification of 
normal lung markings. Histologically the pigment was 
found in phagocytic cells occurring in aggregates at 
lymphatic junctions. Some of these aggregates were in 
the pleura, but most were related to small vessels a short 
distance below the lung surface. There was no evidence 
of reaction within the lung itself to the presence of the 
dust-filled phagocytes. A. Lloyd Potter 


9. Argyro-siderosis of the Lungs in Silver Finishers 

H. J. Barrie and H. E. Harpinc. British Journal of 
Industrial Medicine [Brit. J. industr. Med.] 4, 225-229, 
Oct., 1947. 5 figs., 6 refs. 


Necropsy findings on 3 silver finishers are reported, 
and a similar case published by McLaughlin and others 
is summarized. Sections were examined for iron-oxide 
content by dark-ground illumination, and for silver 
deposits after bleaching with 1 in 1,000 KCN solution 
and examination by reflected light. The uniformity of 
the histological findings in the 4 cases is interesting. The 
iron oxide was found in phagocytic cells along the course 
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of the lymphatics, and had produced no interstitial 
fibrosis. Silver dust apparently has a great affinity for 
the elastica of the alveolar walls and smaller pulmonary 
vessels. All the cases showed marked emphysema, but 
the authors are not prepared to associate this with the 
silver impregnation of the alveolar walls, because, in 
their experience most Sheffield workmen have well- 
marked emphysema at the age of 60. Only one’of the 
patients was exposed to the dust right up to the day of 
his death, and his lungs were the only lungs containing 
intra-alveolar phagocytes loaded with iron oxide. It is 
probable, therefore, that most inhaled iron dust is 


absorbed by phagocytes and eliminated in the sputum. , 


With the exception of one man, who complained of cough 
for several years, none of the patients had given a history 
of any respiratory disability. A. Lloyd Potter 


10. The Risk of Fluorosis in Magnesium Foundries 

R. G. Bower, M. Bucket, J. GARRAD, A. B. HILL, 
D. Hunter, K. M. A. Perry, and R. S. F. SCHILLING. 
British Journal of Industrial Medicine (Brit. J. industr. 
Med.) 4, 216-222 and 231, Oct., 1947. 2 figs., 5 refs. 


Fire risk in magnesium foundries can be mitigated by 
excluding air from the surface of molten alloy by a flux 
which usually contains fluoride, or replacing air with a 
reducing gas such as sulphur dioxide. Special oxida- 
tion inhibitors, such as soluble fluorides, when added to 
moulding sands make it possible to pour molten 
magnesium into damp sand moulds without danger of 
fire or explosion. Workers are exposed to a risk of 
fluorosis from atmospheric contamination. 

The foundry investigated produced castings of 
magnesium-—aluminium-zinc, magnesium-aluminium— 
manganese, and magnesium-—aluminium—manganese— 
silver. The fluorine content of airborne dust samples 
was recorded as follows in mg. per cu. metre: core shop 
0-143; mixing mill 6-37; machine mould 0-286; near 
mechanical feed 0-714; near furnace 0-314. There were 
124 volunteers for examination. Only some of the men 
submitted to complete examination, but it was believed 
that there were enough to supply some of the necessary 
data and give at least a broad indication of the possible 
risks of fluorosis in this environment. The examination 
included the taking of occupational and clinical histories, 
physical examination, and chest expansion and vital 
_ capacity measurements. Chest radiographs showed 


evidence of reticulation of the type seen in foundries in 


general. Vital capacities revealed no significant difference 
between the groups, except that the latest recruits had a 
rather low vital capacity. There was a slightly increased 
urinary excretion of fluorine in all groups except in those 
men who had been in the foundry under 2 years. The 
mean value for urinary fluorine excretion of all workers 
examined was 2:5 parts per million (p.p.m.). The 
fluorine content of the water supply in the district where 
the foundry was situated was 0-15 p.p.m.; in the district 
in which the workers lived it was 0-18 p.p.m. The 
fluorine levels in blood showed no significant difference 
with duration of exposure. Blood counts were normal. 
Radiologically, 1 patient had a uniform increase in 
density of the bones, ossification of the ligamentous 


attachments, and increased density of the tips of the spinal 
processes. His blood contained 4-6 p.p.m. of fluorine, 
The urine was not examined. He had worked as a 
furnaceman on the open furnaces for 54 years. The 
authors conclude that at least some of the workers were 
exposed to a risk of fluorosis. H. Wyers 


11. Observations on the Fixation of Inhaled Mineral 
Dusts in the Lungs: Experimental Study of Silicosis, 
(Les conditions de la fixation dans le poumon des 
poussi¢res minérales inhalées. Contribution a l'étude 
expérimentale de la silicose) 

J. DeLtarue and L. Déropert. Comptes Rendus des 
Séances de la Société de Biologie [C.R. Soc. Biol., Paris} 
141, 1004-1007, Oct., 1947. 3 refs. 


Continuing previous experiments the authors tried to 
discover whether mineral dusts behaved in the lungs in 
the same way as certain stains, such as iodized oil, or as 
some endogenous and exogenous-pigments with a specific 
affinity for certain tissues. Two groups of dogs were 
used in their experiments. In the first group colloidal 
silica or powdered quartz or silica was injected into the 
trachea. This procedure was repeated daily for several 
days or even for aslongas2 months. Inthe second group 
a hypertrophic pneumonic process was first induced by 
intratracheal injection of B.C.G., and exposure to dust 
then followed as in the first group. 

In animals without an induced pneumonic state 
killed soon after dust inhalation began the dust particles 
were found in the intact alveolar cells. If they were 
killed after a longer period the parenchyma was relatively 
free but much dust was seen in the hilar glands. In the 
dogs with induced pneumonia the distribution of the 
pathological areas was not uniform, but wherever these 
occurred there was also a marked concentration of dust. 
The areas of lung without pneumonic changes contained 
little or no dust. If exposure to dust was prolonged 
the pneumonic areas were found to contain dust in 
quantity. One dog had a tuberculous lung before the 
experiment. This had not been suspected before the 
necropsy but when the animal was killed 65 days after 
dust inhalations began there was a marked concentration 
of silica round the fibrotic areas. One dog died 46 days 
after exposure to B.C.G. and 34 days after it began to 
inhale dust. Silica particles were found in the thickened 
alveolar walls and in the exudates. It appears likely 
that dusts settle in the lungs according to laws which 
apply to them all, irrespective of their individual patho- 
genic attributes. For fixation to occur some antecedent 
morbid change is necessary, and this will determine the 
development and characteristics of a pneumoconiosis. 
Variations in dust diseases in human beings depend 
more on the antecedent factors than on any specific 
action of a dust. G. C. Pether 


See also Section Radiology, Abstract 89. 


12. Occupational Pigmentary Changes in the Skin 

L. ScHwartz. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 56, 592-600, Nov., 1947. 
9 refs. 
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Physiology and Biochemistry 


13. The Role of Pulmonary Vessels in the Reflex Control 
of the Blood Circulation 

Vv. V. PARIN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 214, 167-175, Aug., 1947. 10 figs., 
14 refs. 


Increased pressure in the vessels of the left lung 
excluded from the general circulation causes reflex 
changes in the latter, mainly bradycardia and arteriolar 
dilation. The response is abolished by vagotomy on 
the side of the isolated lung. Electrocardiography 
reveals no significant cardiac change other than slowing 
of rhythm and does not support the theory of a pulmo- 
coronary reflex. Registration of changes in pulmonary- 
artery pressure in the right Jung does not reveal a definite 
participation in the reflex systemic response. Onco- 
graphic recording shows that splenic volume increases in 
proportion to the induced rise of intrapulmonary pres- 
sure; this increase is abolished after splenic denervation. 
The circulatory reflex from the pulmonary vessels is 
more intense after functional exclusion of the carotid 
sinuses. The author does not support the view that the 
reflex originates in sensory endings of the pulmonary 
veins. E. F. McCarthy 


14. The Function of Ac-Globulin in Blood Clotting 

A. G. Ware, R. €. Murpuy, and W. H. SeeGErRs. 
Science [Science] 106, 618-619, Dec. 19, 1947. 1 fig., 
7 refs. 


By the use of methods previously published the authors 
have investigated a plasma factor which accelerates the 
activation of purified prothrombin by thromboplastin. 
The factor can be obtained from plasma and serum, but 
the activity of the serum factor is more intense than that 
of the plasma factor. They show that thrombin itself 
is the factor responsible for this change and that the 
presence of calcium ions is unnecessary. They call these 
factors plasma and serum Ac-globulin respectively. 
The function of Ac-globulin in the clotting mechanism 
is illustrated as follows: 

Catt 

(1) Prothrombin-+ thromboplastin —-—————> thrombin. 

thrombin 

(2) Plasma Ac-globulin —> serum Ac-globulin. 

Catt 
(3) Prothrombin -+ thromboplastin —-——————> thrombin. 
Serum Ac-globulin 


thrombin 
(4) Fibrinogen ————-> fibrin clot. 


The clotting reaction is’ initiated by the release of 
thromboplastin from tissues or platelets, and by reaction 1 
some thrombin is formed. This thrombin alters the 
plasma Ac-globulin to serum Ac-globulin and in the 
presence of the latter the formation of thrombin is 
accelerated as in reaction 3. Thus thrombin accelerates 


its own formation through an intermediate substance, 
a co-autocatalytic reaction. Neither of the Ac-globulins 
are substitutes for thromboplastin. It has been known 
before that thrombin accelerated its own formation, but 
it was not known that this occurred through an 
intermediate. M. C. G. Israéls 


RESPIRATORY SYSTEM 


15. Observations on the Clinical Use of Intermittent 
Positive Pressure 

H. L. Mortiey, L. Werxo, A. CouRNAND, and D. W. 
RicHarps. Journal of Aviation Medicine Aviat. Med.]| 
18, 417-435 and 482, Oct., 1947. 16 figs., 15 refs. 


In intermittent positive-pressure breathing, positive 
pressure is used to inflate the lungs, deflation being by 
elastic recoil of the lungs and chest when the pressure is 
allowed to fall to nearly atmospheric pressure. Two 
types of automatic respirator were used, a pneumatic 
balance respirator (P.B.R.) and the Bennett clinical 
research model (Ben. X-2). The former is a very simple 
device in which the respiratory cycling and pressures 
used are pre-set, while the latter has provision for the 
independent variation of these factors. These respira- 
tors respond to and follow any respiratory efforts made 
by the subject, or produce an automatic respiratory cycle 
if spontaneous efforts are absent. The respirators were 
supplied from a pressure demand regulator, recalibrated 
in terms of pressure in the efferent line from 0 to 30 cm. 
of water. The Heidbrink anatomical anaesthesia mask 
and the Bennett experimental face-mask were used. 

The P.B.R. produced a curve with a slow and almost 
steady rise in mask pressure followed by a slow fall 
during expiration which approached a final pressure 
slightly above atmospheric (Type-I curve). The Ben. X-2 
could be adjusted to produce either a curve of this type 
or one in which the fall in pressure at the beginning of — 
expiration was more abrupt (Type-III curve). Inspira- 
tory and expiratory times were approximately equal in 
the Type-I curve, but the expiratory time could be 
prolonged if desired in the Type-III curves. The Ben. X-2 
could be adjusted to produce a regulated final expiratory 
pressure. The cardiac output was found to decrease in 
the case of Type-I curves roughly in proportion to the 
mean mask pressure. Type-III curves did not affect 
the cardiac output. In non-obstructive types of dyspnoea 
instantaneous flow rates may be very high, and it is 
desirable that the respirator should be able to supply 
and to permit of them if the patient is to be relieved. 
The Ben. X-2 was found to meet the requirements in 
most cases, but the P.B.R. was often inadequate. In- 
stantaneous flow rates could be increased by the substitu- | 
tion of a mixture of 20% oxygen and 80% helium for air 
or 100% oxygen. [The curves show an increase of flow 
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at the beginning of expiration from 60 to 80 litres a 
minute as a result of this change, but the mask pressure 
records are scarcely altered. Inspiratory flow rates 
were not recorded.] The P.B.R. was adequate for all 
subjects without dyspnoea, and was reliable enough not 
to need constant supervision. The Ben. X-2 was more 
versatile and could be adapted to almost any case, but 
it required the constant presence of a trained operator. 
The Bennett face-mask was efficient and well tolerated, 
whereas the Heidbrink mask was not suitable for use on 
conscious patients. 

Intermittent positive-pressure breathing was used on 
cases of acute pulmonary oedema (15), depression of the 
respiratory centre due to barbiturates, carbon monoxide, 
or alcohol, impaired use of respiratory muscles due to 
paralysis of central nervous systems, and acute (bronchial) 
asthma (2), post-operatively after lobectomy and thoraco- 
plasty, and as a training aid device in breathing exercises 
(9). Beneficial results were observed in nearly all cases, 
but the effects were most striking in some of the cases 
of acute pulmonary oedema. The indications for the 
use of the method in this condition were not fully explored, 
but it was more beneficial in cases in which the onset was 
sudden, pneumonia was not present, and the arterial 
blood pressure was maintained. The use of expiratory 
positive pressure from the Ben. X-2 was of value only 
in the cases of asthma, in which some subjective relief 
was obtained by the use of an expiratory positive pressure 
of 3 to 4 cm. of water. In cases of reduced activity of 
the respiratory centre where treatment may have to be 
prolonged it is recommended that a mixture of 40 to 60% 
oxygen with nitrogen or helium be used if this is sufficient 
to maintain the arterial blood oxygen saturation above 
90%. Slight hyperventilation was produced by the 
P.B.R., but no symptoms or signs of tetany were observed. 
The Ben. X-2 could be adjusted to prevent excessive 
depletion of carbon dioxide by varying the dead space 
between the mask and the respirator. 

D. McK. Kerslake 


16. Physiological Characteristics of Flight Personnel 


A. Hurtapo, H. Aste-SALAZzAR, C. MERINO, T. 
VELASQUEZ, C. MONGE, and C. REYNAFARJE. Journal of 
Aviation Medicine [J. Aviat. Med.] 18, 406-416 and 514, 
Oct., 1947. 3 figs., 16 refs. 


A study was made of 50 flying personnel of a com- 
mercial line in South America making frequent flights 
* at 9,000 to 20,000 ft. (2,700 to 6,000 m.) for periods 
averaging several hours a day. Continuous flow 
oxygen was provided by a tube held in the mouth and 
was generally used above 12,000 ft. (3,600 m.). All were 
Americans normally living at sea-level, all but 2 in the 
third or fourth decade of life. Estimations were made 
of total pulmonary capacity, including complemental 
and reserve volumes and residual air; haemoglobin 
concentration of blood; haematocrit value; size, shape, 
and haemoglobin content of erythrocytes; leucocyte 
and reticulocyte count; acid-base balance of blood; 
serum bilirubin concentration; and transverse diameter 
of the heart measured radiographically. Christie’s 
method of oxygen dilution was used with some modifica- 


tions for determining the residual air (J. clin. Invest., 
1932, 11, 1099); gas analyses were made with the van 
Slyke manometric apparatus; the complemental and 
reserve air volumes were recorded graphically with a 
10-litre spirometer. All observations were made in the 
reclining position. Volumes are given at the prevailing 
pressure and corrected to 37°C. All blood analyses 
were made on venous blood, obtained after 30 minutes’ 
rest when fasting. The oxygen dissociation curve and 
acid-base balance of the venous blood were determined 
by the method of the Harvard Fatigue Laboratory 
(Amer. J. Physiol., 1944, 142, 733). Four points on the 
dissociation curve, corresponding to oxygen partial 
pressures of 15, 30, 45, and 60 mm. Hg, were investigated; 
the carbon dioxide partial pressure was adjusted to 
40 mm. Hg, and equilibration carried out at 37°C, 
Heparin was used as an anticoagulant. 

The values obtained were compared with correspond- 
ing values for normal subjects permanently resident at 
sea-level, and for those who had been resident at altitudes 
of 12,000 ft. (3,600 m.) or more for a considerable period. 
The comparison showed that there was no statistically 
significant difference between the values obtained for 
the subjects under study and those for persons per- 
manently resident at sea-level, except for a slight rise in 
residual air volume in the flying personnel. No evidence 
could be obtained from the data of a compensatory 
adjustment to an intermittently lowered oxygen tension. 

D. A. W. Edwards 


17. The Human Adrenal Cortex in Relation to Stressful 
Activities 

H. HOAGLAND. Journal of Aviation Medicine [J. Aviat. 
Med.) 18, 450-464, Oct., 1947. 8 figs., 23 refs. 


In 16 instructor-pilots and 7 test pilots the 17-keto- 
steroid excretion varied with the percentage time in 
the air. A diurnal rhythm of 17-ketosteroid excretion 
has been allowed for in tests. Taking examinations and 
exposure to extremes of temperature also increased 
17-ketosteroid output. Accompanying this enhanced 
output is an increased diuresis which is not due to a 
flushing out of steroids by metabolic water. A pursuit- 
meter was designed, whose operation caused as much 
stress as close formation flying in bad weather. The 
time on the target for a skilled operator using this machine 
declined from 60 to about 30% in 14 hours whilst his 
oxygen supply was decreased from room air to approxi- 
mately 13% in the first 20 minutes. There was a corre- 
sponding drop in the operator’s lymphocyte count. 
Army pilots under stress who were taking 50 mg. of 
pregnenolone daily by mouth excreted about half the 
amount of 17-ketosteroids that they would otherwise 
have done. This suggests a sparing action of pregneno- 
loné on the adrenal cortex. Seven of the 16 army pilots 
previously studied again operated the pursuitmeter whilst 
taking pregnenolone (50 mg. a day). They showed 
improvement in their ability to ride the target. Seven 
civilian students and 6 hospital employees received no 
benefit from pregnenolone. Of industrial workers, the 
groups who were under the most stress and those most 
highly motivated showed the greatest improvement 
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when given pregnenolone. It tends to prevent the 
decline in tissue content of potassium as a result of stress 
in the rat. In cases of neuropsychiatric fatigue a general 
improvement in fatigue symptoms has been found after 
daily administration of 100 mg. of pregnenolone. After 
injections of adrenal cortex extract in 5 normal subjects 
the urinary excretion of cortins, 17-ketosteroids, uric 
acid, and potassium increased and the lymphocyte 
count fell. Sixty schizophrenic patients failed to show 
adrenal cortical response to stress. In about half the 
psychotic patients the adrenal cortex did not respond to 
injections of purified pituitary adrenocorticotrophin, 
but responded to- corticotrophin itself more or less 
normally. M. I. Stern 


18. The Relationship Between Alveolar Air Oxygen 
Tensions and Arterial Blood Oxygen Saturations in Man 
During Work at Altitude 

C. L. GemMMiLL. Journal of Aviation Medicine [J. Aviat. 
Med.] 18, 483-494 and 514, Oct., 1947. 11 figs., 15 refs. 


This work deals with the pressure gradient of the 
respiratory gases across the pulmonary membranes in 
conditions of anoxia and of physical exertion. 

The 4 subjects studied carried out exercise either in 
the decompression chamber or while breathing air-— 
nitrogen mixtures. The work load was varied from 
1,555 to 4,980 ft.-lb. (210 to 690 kg.-m.) per minute, 
and the simulated altitude from sea-level to 19,100 ft. 
(5,820 m.) The alveolar oxygen tension was deter- 
mined on an expiratory sample during the rest periods, 
and on an inspiratory sample when the subject was 
working. Arterial oxygen saturation was estimated just 
before the alveolar air sample was taken. Three 
alveolar air samples at minute intervals were obtained 
while the subject at rest breathed atmospheric air; then, 
while the subject breathed an air—nitrogen mixture (or 
air at a simulated altitude in the decompression chamber) 
3 more readings at minute intervals were taken in each 
of three conditions: (1) at rest, (2) during work, and 
(3) during recovery following the work. Lastly, three 
samples were again collected while the subject breathed 
atmospheric air. A_ preliminary investigation had 
shown: (1) that oxygen saturation of blood did not fall 
significantly after the first 3 minutes of breathing an 
air—nitrogen mixture; (2) that during work in similar 
conditions the greatest fall in saturation occurred within 
3 to 4 minutes, although a gradual fall persisted for a 
further 3 minutes. 

The results obtained in the third minute of anoxia 
during rest and in the third minute of the work period 
were compared with a standard oxygen-haemoglobin 
dissociation curve (pH 7-4). This comparison shows a 
reasonably close agreement during rest, but during work, 
- although the alveolar oxygen tension falls, there is a 
greater decrease in arterial blood saturation, so that the 
point does not remain on the standard dissociation curve. 
An example at 12,000 ft. (3,600 m.) shows a difference 
during work of 21 mm. Hg. Determinations of alveolar 
carbon dioxide show that the change in tension during 
work would not be sufficient to shift the curve 
significantly. Also it is considered that any changes in 


the temperature of the subject would not account for 
the results. The findings therefore indicate a lack of 
equilibrium between the alveolar and blood oxygen 
tensions. This effect increases with increasing altitude. 
C. B. McKerrow 


19. The Burns Pneumatic Balance Resuscitator 
H. J. Jacoss. Journal of Aviation Medicine [J. Aviat. 
Med.]} 18, 436-439 and 482, Oct., 1947. 1 fig., 2 refs. 


This resuscitator was developed as the result of the 
need for an automatic transportable device for 
administrating artificial respiration at a high altitude 
in cases of anoxic anoxia. It is essentially an intermittent 
positive type of respirator delivering oxygen under 
constant pressure to the lungs through a face-mask 
causing inspiration, and expiration follows passively 
when the mask pressure is cut off automatically. The 
valve is small and compact, and is used in conjunction 
with an AAF A-14 pressure-breathing oxygen regulator 
modified to furnish high instantaneous flow rates at 
ground-level at a pressure of 10 to 30 cm. of water. 
Greater line pressures cause a decrease in the cycling rate 
of the valve and an increased pulmonary ventilation. 
The maximum pressure attained in the mask is about 
85% of the regulator pressure and the minimum is always 
about 15% of the regulator pressure. Mask leaks of 
greater than 10% prevent proper cycling. 

The author describes the effect of the pneumatic- 
balance resuscitator upon pulmonary ventilation, the 
carbon-dioxide content, partial pressure of carbon 
dioxide, and pH of the arterial blood in 12 human sub- 
jects. In this series the average pulmonary ventilation 
obtained was 10-4 litres a minute. He also states that 
as the carbon-dioxide content is on the whole decreased 
the use of the pneumatic-balance resuscitator at high 
altitudes without reducing regulator pressure may further 
tend to decrease the sensitivity of the respiratory centre 
in an anoxic subject. No other adverse effects on 
subjects were noted. Possible clinical applications of 
the valve are described. Wulff (Report from Aero 
Medical Laboratory, Wright Field, Serial No. 
TSEAL-3-660-49-1) in 1945 described a series of 
experiments with the pneumatic-balance resuscitator on 
the successful resuscitation of dogs asphyxiated to the 
point of respiratory arrest by means of nitrogen, carbon 
dioxide, and an overdose of barbiturates. 

F. Latham 


20. Capillary Permeability in Relation to Acute Anoxia 
and to Venous Oxygen Saturation 

J. Henry, J. GOODMAN, and J. MEEHAN. Journal of 
Clinical Investigation [J. clin. Invest.] 26, 1119-1129, 
Nov., 1947. 2 figs., 34 refs. 


The fluid and protein loss from congested blood vessels 
was calculated from changes in the haematocrit value 
and plasma-protein content of venous blood from an 
arm constricted by a sphygmomanometer cuff at a pres- 
sure of 80 mm. Hg, compared with blood from the 
unconstricted arm. The fluid loss after 30 minutes’ 
venous occlusion was about 13%, and the calculated 
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protein content of the filtrate was 0-8 g. per 100 ml. 
(normal 0-2 to 0-3 g. per 100 ml.). When the blood flow 
through the congested arm was increased by adrenaline 
injections sufficiently to raise the blood pressure 20 to 
40 mm. Hg above the resting level, the fluid loss fell to 
about 6%, and the calculated protein content of the 
filtrate fell to zero. The reduced fluid loss was compatible 
with the expected increase in the rate of blood flow, but 
the change in protein content of the filtrate when the 
’ more rapid circulation diminished ischaemia suggested 
that anoxia, rather than raised hydrostatic pressure, 
increased the capillary permeability to protein in the 
congested arm. The protein content of the filtrate was 
increased when the subject was made partially anoxic 
in an altitude chamber, providing the venous oxygen 
saturation fell below 25%. The authors conclude that 
the capillary permeability of the limbs is probably not 
increased in mild anoxia, but that when, through such 
causes as asphyxia, irreversible shock, or severe local 
ischaemia, the venous oxygen saturation falls below 15 
to 25%, there is a significant increase after a few minutes 
in capillary permeability to protein. Martin Hynes 


NUTRITION 


21. Effect of Thiamine Deficiency on the Urinary 
Excretion and Liver Content of Riboflavin in the Rat 

C. C. KratzinGc. Australian Journal of Experimental 
Biology and Medical Science [Aust. J. exp. Biol. med. 
Sci.] 25, 157-162, June, 1947. 9 refs. 


Rats were given diets containing no vitamin B, 
(aneurin, thiamine) and the excretion of riboflavin in the 
urine was measured. Controls were animals pair-fed 
with the same diet but with a supplement of the vitamin. 
There was a similar rise in urinary riboflavin excretion 
in both groups. However, animals subjected to a 
chronic deficiency by being given only small amounts of 
the vitamin excreted more riboflavin in the urine than 
did the control animals. There was no difference in 
the amount of riboflavin in the livers of deficient animals 
and control animals. J. Yudkin 


22. The Inverse Relationship of the Secretion of Hydro- 
chloric Acid to the Tension of Carbon Dioxide in the 
Stomach 

L. D. Kurtz and B. B. CLARK. Gastroenterology 


[Gastroenterology] 9, 594-602, Nov., 
17 refs. 


1947. 1 fig., 


Davenport conclusively demonstrated the existence of 
carbonic anhydrase in high concentrations within the 
parietal cells of the gastric mucosa. The authors tested 
by experiment the postulate that the hydrogen ion used 
to form free hydrochloric acid is derived from carbon 
dioxide after its hydration to carbonic acid. The 
chloride ion is obtained from the blood and interstitial 
fluid in return for the bicarbonate ion. 

The method was indicated by the experimental data 
of Mclver et al., who showed that the carbon dioxide in 
the gastric lumen and in the blood and interstitial fluid 
was in equilibrium after 60 to 80 minutes, no matter 


which was originally at the higher tension. In 4 dogs 
a whole stomach pouch was prepared and returned to 
the abdomen. Inlet and outlet tubes were inserted into 
the pyloric end of the pouch. The inlet tube was used 
for the perfusion of air or nitrogen, free of carbon dioxide, 
and the outlet tube was used to carry away both gastric 
juice and gas for analysis. Up to 22 half-hourly collect- 
ing periods were studied for each animal. After several 
control periods, histamine was injected and the collec- 
tions continued until the flow of juice stopped. The 
significant finding was an inverse relation between the 
amount of carbon dioxide diffusing into the stomach 
and the amount of hydrochloric acid secreted. In 
general the peak for the maximal production of acid 
coincided with the minimum diffusion of carbon dioxide 
and vice versa. This finding is regarded by the authors 
as strong support for the view that carbon dioxide is 
utilized in some way in the process of hydrochloric acid 
formation, and that the carbonic anhydrase contained in 
the parietal cell is a functional part of this mechanism, 
They point out that if the parietal cell were completely 
dependent on its own metabolism some evidence of 
fatigue on prolonged stimulation would be expected, 
while if the source of the carbon dioxide is the blood, 
inexhaustible supplies are available to the cell. 
J. B. Hannah 


23. Comparative Absorption, Excretion, and Storage 
of Oily and Aqueous Preparations of Vitamin A 

J. M. Lewis, O. BoDANsKy, J. BiRMINGHAM, and S. Q. 
COoHLAN. Journal of Pediatrics Pediat.] 31, 496-508, 
Nov., 1947. 8 figs., 8 refs. 


Previous observations by these authors at the Bellevue 
Hospital, New York, have indicated that aqueous 
solutions of vitamin A are much better absorbed by 
premature infants than oily preparations, and the present 
investigation was undertaken “‘ to ascertain whether the 
same phenomenon obtained for full-term infants, 
children, and adults ”’. 

The aqueous preparation used contained vitamin-A 
alcohol jn a watery solution of propylene glycol, vitamin- 
B components, ascorbic acid, and a “ solubilizer ’’, with 
a potency of 10,000 units per ml. The oily preparation 
consisted of vitamin-A esters dissolved in fish-liver oil 
and diluted with cottonseed oil to a similar potency. 
The dose administered to full-term babies and older 
children was 5,000 units per Ib. (0-45 kg.) body weight 
in a single quantity, and blood levels were determined 
3, 6, 9, and 24 hours later. It was found that the 
average maximum blood level of vitamin A was five 
times higher after the aqueous product than after the 
oily solution. That this was due almost entirely to 
better absorption was shown by the fact that an average 
of 38% was wasted in the stools after ingestion of the 
oily product, whereas only 7% of the vitamin-A intake 
was lost in the stools when the aqueous solution was 
given. Experiments on rats and guinea-pigs also 
revealed higher blood levels, lower excretion, and better 
storage in the liver when the aqueous preparation was 
administered. 

The same improved absorption was observed in studies 
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of an 8-year-old boy with cystic fibrosis of the pancreas 
and in an adult with complete obstruction of the common 
bile duct when the aqueous preparation was .ingested, 
while the absorption curve was flat after the oily product. 
The immediate clinical implication is that it should be 
possible to eliminate vitamin-A deficiency as a complica- 
tion of cystic fibrosis of the pancreas, and probably to 
improve the absorption and effectiveness of vitamin D 
in the prevention and treatment of rickets. 
M. Baber 


24. Vitamin A and Liver Function. (Vitamin A y 
funcién hepatica) 

A. C. Jiménez Diaz, R. Picatoste, and F. 
Vivanco. Revista Clinica Espafiola [Rev. clin. esp.] 27; 
251-259, Nov. 30, 1947. 26 refs. 


In patients with liver damage and those with dis- 
turbances of intestinal absorption the vitamin-A content 
of blood and liver is low, but the two values are not 
always closely related. The low levels may be due to 
a failure of function of the intestinal mucosa, which, it 
has been claimed, transforms carotene into vitamin A in 
the rat (Sexton et al., J. Nutrit., 1946, 31, 299). The 
authors investigated the vitamin-A and carotene content 
of the liver of normal rats and rats with liver damage 
induced by carbon tetrachloride and alipotropic diets. 
Their results are summarized in the table. > 


Mg. per g. 
Total Vit. A i.u. 
per g. 


3 
= 


Total Carotene 


Normals 
Alipotropic Diet (olive oil) 
” > (lar d) oe 
with cholesterol | 
with choline 
with cholesterol 
and choline .. 
CCI,(1) 


CCI,(2) 


— 


The diets are given in detail in the paper; the first group 
of rats given carbon tetrachloride died or were killed 
within 15 days of poisoning, the second group after 
15 days. The vitamin-A, but not always the carotene, 
contents of the livers damaged by carbon tetrachloride 
were low; there was an excess of carotene in the very 
fatty livers. Results with the alipotropic diets were. 
variable, and vitamin A and carotene levels were again 
not closely related in individual rats. The findings may 
have been due to a failure of synthesis of vitamin A in 
the liver, but other liver functions are said not to be 
much impaired at this stage of the disease in rats with 
fatty livers. If vitamin A is synthesized in the intestinal 
wall there may have been some interference with a hypo- 


thetical hormonal regulation of this function in the rats 
with damaged livers. In 20 patients with liver disease, 
carotene blood levels were often low but were not closely 
related to the vitamin-A levels, which were all low. The 
fall in vitamin-A levels apparently depended on the 
severity of the disease. L. P. R. Fourman 


25. Circulating Antibodies in Vitamin-Deficiency States. 
I. Pyrid6éxin, Riboflavin, and Pantothenic Acid Deficiencies 
A. E. AxeLrop, B. B. Carter, R. H. McCoy, and 
R. GEISINGER. Proceedings of the Society for Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol., N.Y.} 
66, 137-140, Oct., 1947. 4 refs. 


Production of haemagglutinin in response to inoculation 
with human erythrocytes has been investigated in rats 
deficient in pyridoxin, pantothenic acid, and riboflavin. 
Severe impairment of antibody response was observed in 
the rats deficient in pantothenic acid and pyridoxin. 
Variable but low titres were observed in the riboflavin- 
deficient groups. Consistently high titres were noted in 
animals given a restricted diet and in those given food 
ad libitum. K. Black 


See also Section Paediatrics, Abstracts 153-4, 156, 
158. 


26. Utilization of Parenteral Protein Hydrolysate in 
the Normal 

C. J. BARBORKA, W. W. CARROLL, and O. E. HEPLErR. 
Gastroenterology [Gastroenterology] 9, 579-593, Nov., 
1947. 3 figs., 20 refs. 


The authors observe that the intravenous use of protein 
hydrolysates to maintain positive nitrogen balance has — 
been limited by the fact that an ideal product is not yet 
available. Owing to variable individual tolerance to 
intravenous amino-acids, it had not been possible to 
calculate accurately the amount of hydrolysate needed 
to achieve positive nitrogen balance. 

The preparation used in this study was “ aminosol- 
fibrin’’, a partial acid hydrolysate of fibrin, 5% w/v, 
with 5% dextrose. About one-third of the amino-acids 
was in free form, and the remainder approximately in 
the tripeptide state. Such hydrolysis avoids the destruc- 
tion of a substantial part of the tryptophan. There was 
7:2% of glutamic acid. With this preparation there were 
no toxic reactions, provided the solution was administered 
at a rate not exceeding 80 drops a minute. Skin tests 
and further intravenous administration of hydrolysates 
3 months after the experiment failed to show any sign 
of allergic reaction. Ten healthy 75-kg. medical students 
were chosen for the experiment. All diets contained 
300 g. of carbohydrate so as to obtain an adequate 
protein-sparing effect, and approximately 2,800 calories. 
The administration of hydrolysate was preceded by a 
control period when the students were subjected to a 
protein intake varying between 75 and 10 g. daily. On 
this dietary a slight to definite negative nitrogen balance 
existed in all the subjects. Full nitrogen balance studies 
were carried out. A significant positive balance was 
obtained by the daily administration of 2-litres of the 
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hydrolysate in all except those subjects whose diet 
contained only 10 g. of protein; these required 3 litres. 
The administration of larger doses was found to be 
unnecessary and wasteful. The positive balance was 
obtained only while the hydrolysate was being ad- 
ministered, and was rapidly lost during the ensuing 
24 hours. 

The percentage of protein hydrolysate de-aminized 
was within the expected range, and the urea curve almost 
parallel to the total nitrogen curve. The proportion of 
amino-acids retained for protein synthesis (anabolism) 
varied from 30-9 to 63% in all but one of the subjects. 
This was considered satisfactory evidence of the high 
biological value of the product. The amount of amino- 
acids excreted unchanged in the urine varied from 8-1 
to 10-4%. During administration there was no elevation 
of the non-protein nitrogen content of the blood and no 
significant alteration in the serum proteins. 

J. B. Hannah 


27. Relation of Water-soluble Vitamins to Serum Pro- 
teins with Special Reference to the Problem of Transport. 
(Verhalten wasserléslicher Vitamine gegeniiber den 
Serumeiweisskérpern mit besonderer Beriicksichtigung 
des Transportproblems) 

R. Scuuspert. Internationale Zeitschrift fiir Vitamin- 
forschung [Int. Z. Vitaminforsch.] 19, 119-179, 1947. 
16 figs., bibliography. 


NERVOUS SYSTEM 


28. Relation of the Frontal Lobe to the Autonomic 
Nervous System in Man 

M. RINKEL, M. GREENBLATT, G. P. Coon, and H. C. 
SoLomon. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 58, 570-581, Nov., 1947. 
4 figs., 7 refs. 


Since subcortical section of the frontal lobes of the 
brain has been practised for the relief of certain forms of 
mental disorder, many phenomena suggesting a relation 
between the frontal lobes and the autonomic nervous 
system have been described after the operation. These 
include a sudden fall in blood pressure, decrease in the 
level of the blood sugar, trembling, excessive sweating, 
and occasionally, angioneurotic oedema. The present 
paper deals with experimental work on the effect of 
stimulating the sympathetic nervous system and the 
‘parasympathetic system in a series of patients who had 
undergone the operation of prefrontal lobotomy, and 
also in a control series of hospital patients and volunteers. 
The sympathetic nervous system was stimulated by an 
intravenous injection of 0-05 mg. of epinephrine 
(adrenaline) hydrochloride, which normally causes only 
a slight rise in blood pressure. The average increase in 
the systolic blood pressure in patients previously sub- 
jected to lobotomy was 85-1 mm. Hg, compared with a 
rise of only 42-4 mm. Hg in patients who had not been 
operated on. The parasympathetic system was tested 
by stimulation of the carotid sinus. Reactions to this 
stimulus fell into three groups: (1) slowing of the heart 
to the point of arrest; (2) appearance of high-voltage 


slow waves in the 2- to 5-per-second range of frequency 
in the electroencephalogram; and (3) loss of con- 
sciousness with tonic-clonic convulsions. Twenty-five 
patients who had undergone lobotomy were compared 
with 40 controls. The incidence of a maximal cardiac 
reaction in patients who had beén operated on was twice 
that in the control group. In 9 instances a comparison 
was made between the effects of stimulating the carotid 
sinus in a patient before and after lobotomy. In each 
case the effect was intensified after operation. In patients 
who had undergone various types of shock treatment, the 
effect of stimulating the carotid sinus was enhanced after 
lobotomy. The authors conclude from their experiments 
that section of the frontal lobe liberates the parasym- 
pathetic system as well as the sympathetic system from 
the cortical inhibitory influence, thus producing overaction 
of these systems to direct stimulation. Ruby O. Stern 


29. Stimulation of the Vestibular Apparatus as a 
Tolerance Test. Observations on the Relation of the 
Labyrinth to the Autonomic Nervous System. (Uber die 
Reizung des Vestibularapparates als Belastungsprobe 
des Organismus. Zugleich ein Beitrag zur Frage: 
Labyrinth und vegetatives System) 

H. Mies. Zeitschrift fiir die Gesamte Innere Medizin 
[Z. ges. inn. Med.| 2, 520-531, Sept., 1947. 7 figs., 
bibliography. 


The capacity of the organism for adapting itself by 
reactions in the autonomic nervous system to changes in 
the environment may be tested by study of vestibular 
function. Stimulation of the vestibular apparatus by 
rotating the subject ten times in 20 seconds affected 
blood pressure, respiration, and composition of the blood, 
and these effects are attributed to the influence of the 
test on the autonomic nervous system. The subjects 
were mostly healthy students of both sexes. The blood 
pressure commonly rose or fell; it was unchanged in 
only 6 to 7%. In trained athletes it rose and in the 
untrained it fell; in partly-trained subjects there was 
often a sharp fall. In some subjects with asthma and 
hay-fever there was a pronounced rise in pressure. 
Women reacted during ovulation by a rise in pressure 
and during menstruation by a fall. The rise at the time 
of ovulation was intensified by training, the hypotensive 
response in menstruation being converted to a slight rise. 
Preliminary exercise caused a considerable diminution 
in the reactions, which were fully restored when the 
resting period was of 2 hours’ duration. Warm saline 
solution instilled into the ears caused similar changes in 
blood pressure. Reversal of reaction was sometimes 
observed during the tests—cholinergic to adrenergic 
and vice versa. In patients without a labyrinth none 
of the effects were obtained on rotation. Changes 
were produced in coagulation time, blood picture, 
erythrocyte resistance, protein content of blood, and 
alkali reserve. D. T. Barry 


30. Potassium Content of Normal Cerebrospinal Fluid 
J. A. HetmswortuH. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.) 32, 1486-1490, Dec., 1947. 
15 refs. 
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Pharmacology and Therapeutics 


31. The Influence of Calcium and Potassium Ions on 
the Toxicity of Ouabain 
J. B. E. Baker. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.] 2, 259-267, Dec., 
1947. 4 figs., 47 refs. 


Experimental results support the view that an in- 
crease in calcium potentiates while an increase in potas- 
sium antagonizes the effects of the digitalis glycosides. 
The addition of calcium to the perfusion fluid increases, 
while potassium decreases, the toxicity of ouabain 
infused intravenously into rabbits anaesthetized with 
urethane. The survival times were observed of rabbit 
hearts (Langendorff preparation) perfused with Locke’s 
solution, and it was found that increase in the calcium 
or decrease in the potassium concentration shortened 
survival time, while decrease in calcium or increase 
in potassium increased survival time. Calcium and 
potassium had no effect on the emetic action of ouabain 
in pigeons, suggesting that the mechanism concerned in 
the cardiac action was different from that concerned in 
the emetic action. R. Wien 


32. The Effect of Nikethamide on Coronary Blood 
Flow and Cardiac Oxygen Metabolism 
J. E. EcKENHOFF and J. H. HAFKENSCHIEL. Journal of 


Pharmacology and Experimental Therapeutics [J. Pharma- 
91, 362-369, Dec., 1947. 10 refs. 


For experiments on the comparison of the action of 
nikethamide and other common “coronary dilator” 
drugs on the coronary blood flow in dogs under sodium 
pentobarbitone or chloralose-morphine a closed-chest 
spontaneously-breathing animal preparation was used. 
Nikethamide injected into the coronary artery produced 
a consistent acceleration of coronary blood flow only 
when concentrated solutions were used in doses of about 
5 mg. Intravenously, in doses of 125 to 750 mg., it 
exerted no great change on coronary flow, cardiac rate, 
or mean arterial blood pressure. Papaverine increased 
the coronary blood flow in doses of 0-004 to 0-04 mg. 
intra-arterially and 15 to 30 mg. intravenously, but did 
not affect the mean arterial blood pressure or heart rate. 
Aminophylline was not very effective until 1 mg. had 
been injected intra-arterially, and, on — intravenous 
injection, the increase in® coronary blood flow was 
accompanied by a decrease in blood pressure and an 
increase in heart rate. The results with nitroglycerin 
were not consistent; if the blood pressure fell, coronary 
flow rarely increased, but if the blood pressure remained 
fairly constant a slight increase in flow was usually 
observed. The results with amyl nitrite were also 
variable, but a striking increase in coronary flow was 
sometimes noted when considerable decreases in blood 
pressure were observed. 

Further experiments were conducted to obtain evidence 


il 


of alteration in cardiac oxygen metabolism. Coronary 
blood flow was measured in the anterior descending 
branch of the coronary artery, and venous blood was 
obtained from a cannula placed in the great cardiac vein 
or one of its branches. Oxygen and carbon-dioxide 
content of the blood was determined in the usual way; 
cardiac output was obtained by using the direct Fick 
principle with the animal breathing 100% oxygen. 
Mixed venous blood was secured from a catheter placed 
in the right ventricle through the external jugular vein. 
Nikethamide, 1 to 1-25 g., was injected intravenously 
into dogs averaging 16-1 kilo in weight. Coronary 
flow was increased, arterial blood pressure decreased, 
heart rate increased slightly, and cardiac output also 
increased. Left ventricular oxygen consumption« was 
increased but mechanical efficiency decreased. Actually 
only 21% more oxygen was made available to the heart 
by the 45% increase in coronary flow. In experiments 
on 6 non-anaesthetized dogs, nikethamide in amounts 
necessary to produce an increase in coronary blood flow 
(65 to 80 mg. per kilo) produced convulsions in 1 dog 
and undesirable symptoms in the others. Repetition of 
the same dose or further administration of a smaller 
dose in 3 animals produced convulsions and delayed 
death. 

[These results suggest that nikethamide should not 
be used in the treatment of various cardiovascular 
emergencies. Under the conditions of the experiments 
it had no significant effect on coronary flow when used 
in amounts comparable to those used in man (3 to 5 ml.), 
and when larger amounts were used in non-anaesthetized 
dogs convulsions resulted. The toxicity and metabolism 
of nikethamide in dogs must be further investigated.] 

G. B. West 


33. The Toxicity of Alkyl Fluorophosphonates in Man 
and Animals 

B. A. and M. Kixsy. British Journal of Pharmaco- 
logy and Chemotherapy [Brit. J. Pharmacol.] 2, 234-240, 
Dec., 1947. 8 refs. 


Fluorophosphonates produce toxic effects which are 
partly eserine-like and due to their anti-cholinesterase 
activity, partly parasympathomimetic, due to accumula- 
tion of acetylcholine released from the nerve endings 
and consequently alleviated by atropine, and partly 
nicotine-like on the central nervous system where their 
paralysing actions predominate over the excitatory 
effects. inhalation of fluorophosphonates in man and 
animals causes dyspnoea, pupillary constriction, and 
spasm of accommodation. Concentrations in animals 
higher than those employed in man caused in addition 
salivation, lacrimation, convulsions, and death within 
half an hour probably from respiratory failure, partly 
due to obstruction of the bronchioles but mainly to 
paralysis of the respiratory centre. Minimal lethal 
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concentrations for rats and mice were obtained during 
periods of exposure of from 5 to 10 minutes. The 
LD 50 for D.F.P. (diisopropyl fluorophosphonate) was 
4 mg. per kilo by subcutaneous injection in mice and 
0'5 to 0-75 mg. per kilo by intravenous injection in 
rabbits. R. Wien 


34. On Certain Vascular Effects of Curare in Man: 
The “ Histamine ’’ Reaction 

D. Gror, J. L. and A. M. Harvey. Bulletin 
of the Johns Hopkins Hospital [Bull. Johns Hopk. Hosp.} 
80, 299-322, June, 1947. 8 figs., 48 refs. 


The following reactions to the administration of 
d-tubocurarine chloride have already been reported: 
(a) in therapeutic doses—7 to 14 mg.—transient fall in 
blood pressure but no effect on the electrocardiogram; 
(5) bronchospasm; (c) excessive salivary and bronchial 
secretion; (d) drowsiness, confusion, and unconscious- 
ness with a depression of the electroencephalogram; 
(e) urticaria in a few cases. While the depression of 
neucomuscular conduction is diminished by eserine or 
neostigmine (prostigmine), neostigmine has failed to 
prevent death due to large doses of the drug. 

This paper reports a study of some of the vascular 
effects of tubocurarine in man. Similar effects were 
also produced by the use of less pure commercial pre- 
parations. Intracutaneous injection of 0-135 mg. of 
d-tubocurarine chloride into the skin on the flexor 
surface of the forearm in 34 normal subjects produced 
a wheal and flare in all cases; the wheal started to dis- 
appear half an hour after the injection. Tubocurarine, 
2 to 7 mg., injected intra-arterially into the brachial 
artery in 27 normal subjects caused a burning sen- 


sation in the arm followed by weakness or complete 


paralysis. After the injection a sphygmomanometer cuff 
was applied above the site of injection for 2 minutes to 
localize the drug; when this cuff was deflated, the arm 
became hyperaemic, with numerous patches of blue and 
purple discoloration. The discoloration disappeared in 
half an hour and the arm swelled up to 10 to 20% above 
its normal volume; the swelling disappeared 16 to 36 
hours later. Vasodilation in the treated arm, followed 
~ by a general vasodilation, was indicated by a rise in 
skin temperature and an increase in the oxygen content 
of the venous blood on the injected side followed by 
similar but less well marked changes in the opposite 
limb. Intravenous and intramuscular injections of 
tubocurarine resulted in less well marked changes with 
_no discoloration or oedema. Effects similar to those 
produced by the intradermal and intra-arterial injection 
of tubocurarine were obtained by injecting 0-01 mg. of 
histamine base intradermally and 0-25 mg. intra-arterially 
respectively. The intradermal injection in this case, 
however, produced a larger wheal and the intra-arterial 
injection produced more widespread vasodilation without 
loss of power of the treated limb. The intradermal effect 
of tubocurarine was practically abolished by previous 
injection of 0-15 mg. of “* pyribenzamine ”’ and the intra- 
arterial effect considerably diminished by 10 mg. of 
pyribenzamine; this drug, however, did not affect the 
loss of muscular power. The effects were not influenced 


by atropine or neostigmine except that the loss of muscular 
power was diminished by the latter drug. Intra-arterial 
injection and to a lesser extent intramuscular injection 
of tubocurarine caused an increase in gastric acid 
secretion. 

These effects suggest that a histamine-like substance 
is released when tubocurarine is injected intra-arterially, 
and that the same substance is also probably released on 
intracutaneous injection, but on intramuscular injection 
the release of the substance is less obvious. Beta- 
erythroidine, a neuromuscular depressant chemically 
similar to curare, produced similar but lesser vascular 
effects; in contrast tocurare this drug also produced central 
nervous system symptoms and electroencephalographic 
changes. The main difference between the effects of 
histamine and those of d-tubocurarine chloride is that 
the former produces vasodilation and gastric acid secre- 
tion after intravenous or intramuscular injection, whereas 
the latter will produce such effects only after intra- 
arterial injection. It is possible that pyribenzamine 
may prove useful clinically in the prevention and treat- 
ment of the histamine-like effects of tubocurarine. 

G. A. H. Buttle 


35. The Mode of Action of Myanesin 

F. M. BerGcer. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol. 2, 241-250, Dec., 
1947. 4 figs., 7 refs. 


Myanesin”’, which is~ «,8-dihydroxy-y-(2-methyl- 
phenoxy)-propane, produces muscular relaxation by a 
mechanism different from that of curare. It had no 
curare-like action as judged by: (1) its lack of effect in 
blocking the action of acetylcholine on the rectus 
abdominis muscle of the frog and (2) its lack of effect 
on the contractions after direct and indirect stimulation 
of the gastrocnemius muscle of cats anaesthetized with 
chloralose and decerebrate cats. The compound had 
also little effect on the knee-jerk in cats under chloralose 
but exaggerated responses due to light anaesthesia or 
strychnine were brought back to the original level. The 
compound antagonized the convulsions and toxicity of 
strychnine in mice, but its anticonvulsant action against 
leptazol was only slight. It has also a local analgesic 
action similar to that of procaine when tested on the 
motor and sensory nerves of the frog and on the skin of 
the guinea-pig. It is suggested by the author that its 
effect on increased reflex excitability might be useful in 
the treatment of spastic and hypertonic conditions. 

R. Wien 


36. Treatment with Amidopyrine and_ Diminution in 
Vitamin K. (Traitement par‘le pyramidon et diminution 
de la vitamine K) 

J. E. Gauimarp. Bulletin de la Société de Chimie 
Biologique [Bull. Soc. chim. biol.] 29, 641-644, July- 
Sept., 1947. 2 figs. 


As amidopyrine is often used in rheumatism, the 
author investigated its action on blood prothrombin 
levels. No direct antagonism of vitamin K by amido- 
pyrine was observed in vitro. Experiments on rabbits 
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showed that amidopyrine, in doses of 0-03 g. per kilo in 
5% solution, causes only a slight fall in prothrombin 
levels. Four cases of rheumatism treated with amido- 
pyrine are described. In the first, prothrombin levels 
fell after 8 days’ treatment with 0-8 g. per day, partly 
intravenously, but recovered considerably 2 days after 
treatment ceased. The treatment was started again 
with addition of a synthetic naphthoquinone derivative, 
and the prothrombin level increased sharply. A second 
patient came into hospital with a low prothrombin level, 
which increased almost to normal after 11 days’ treat- 
ment with salicylates and amidopyrine. Later, the 
salicylates were omitted and the amidopyrine was in- 
creased and the prothrombin level fell. In a third case, 
also with an originally low prothrombin level, treatment 
with amidopyrine, by improving the rheumatism, raised 
that level; continuation of treatment affected the liver 
and the level fell again, but rose to normal 2 days after 
stopping the drug. In the fourth case, little effect on 
prothrombin levels was produced by full doses of 
amidopyrine. The author concludes that amidopyrine 
affects the prothrombin level only by acting on the liver, 
and that this action passes off quickly on stopping the 
drag, or it may be readily prevented by small amounts of 
vitamin K. Reginald St. A. Heathcote 


37. Metabolism of Sodium Salicylate. VI. Salicylate 
and Avitaminosis K. (Métabolisme du salicylate de 
sodium. VI. Salicylate et avitaminose K) 

J. E. Gaummarp. Bulletin de la Société de Chimie 
Biologique [Bull. Soc. chim. biol.] 29, 635-641, July- 
Sept., 1947. 15 refs. 


Working in a hospital where hundreds of cases of 


rheumatism are treated annually with salicylates, the 
author has been struck with the rarity of the haemorrhage 
which would be expected to occur if salicylates antagonize 
the action of vitamin K. He has investigated the action 
of salicylates in relation to vitamin K in cases of rheu- 
matism in man. Blood prothrombin levels, determined 
by the method of Meunier and checked where possible 
by that of Quick, have been taken as the criterion of 
avitaminosis K. Salicylate levels in serum were deter- 
mined by the author’s own method. As a test of liver 
function, urinary excretion of galactose was used, and 
in many cases the erythrocyte sedimentation rate was 
examined. 

Since prothrombin is considered to be an enzyme, in 
vitro tests were made to determine whether its action is 
inhibited by salicylates, for should this be so, hypo- 
prothrombinaemia would be simulated. No action was 
found in vitro on either the coagulability of the blood or 
the prothrombin level. In cases treated with salicylates 
the results fall into three classes, those showing: (a) a 
rise, (b) no change, and (c) (the largest) a fall. Two 
cases in group a are described. In 1 of them, which was 
treated with 1 g. of salicylate daily intravenously, there 
was a considerable epistaxis with low blood levels of 
prothrombin and of salicylate. Doubling the dose, 
however, was followed by arrest of haemorrhage and a 
rise in both blood levels. In the other case avitaminosis 
K had been caused by the use of amidopyrine and 


phenazone, but after 5 days’ treatment with 4 g. of 
salicylate daily the blood prothrombin level returned 
towards the normal. Two cases in group b are also 
described, in both of which 9 g. of salicylate a day pro- 
duced no change in prothrombin levels. Four cases 
from the third group, with a fall in prothrombin, are 
described. The author maintains that the claim that 
salicylates lower the blood prothrombin is not valid, in 
that acute rheumatism itself has this effect; if salicylates 
do lower this level, it is only indirectly by depressing liver 
function and not by antagonizing’ vitamin K. In 2 of 
these cases Jarge variations in the salicylate content of 
the blood were not associated with similar changes in 
that of prothrombin. Animal experiments showed that 
young rabbits given 100 to 150 mg. per kilo daily by 
vein had only minor changes in blood prothrombin 
levels, while full-grown animals required an intravenous 
dose of 300 mg. per kilo to produce even a small decrease 
in that level. The author concludes that such action as 
salicylates may have on prothrombin is due to a transitory 
effect on liver function, and not to a direct antagonism 
of vitamin K. Reginald St. A. Heathcote 


For the effects of antimony compounds on the electro- 
cardiogcam, see Section Cardiovascular Disorders, 
Abstract 197. 
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38. The Choice of a Chelating Agent for Inactivating 
Trace Metals. 1. A Survey of Commercially Available 
Chelating Agents 

A. ALBERT and W. S. GLEDHILL. Biochemical Journal 
[Biochem. J.] 41, 529-533, 1947. 14 refs. 


The authors have examined under physiological con- 
ditions the reactions of 30 chelating agents with metals of 
biological interest such as calcium, magnesium, man- 
ganese, zinc, iron, cadmium, cobalt, lead, and copper. 
They found that several reagents, widely used in analytical 
procedure to remove traces of metal from solution, are 
ineffective when tested under physiological conditions 
at pH 7-0 at 37°C. They recorded the changes seen after 
mixing solutions of the metal and chelating agent at 
pH 7-0 and maintaining the solutions for 24 hours at 37°C. 
They classified the reagents into “* hydrophobic ”’, which 
gave precipitates, and “* hydrophilic ’’, which gave only 
a colour change. R. Wien 


39. The Choice of a Chelating Agent for Inactivating 
Trace Metals. 2. Derivatives of Oxine (8-Hydroxy- 
quinoline) 

A. ALBERT and D. MAGRATH. Biochemical Journal 
[Biochem. J.] 41, 534-545, 1947. 4 figs., 56 refs. 


Since oxine (8-hydroxyquinoline), a substance of high 
antibacterial activity, was found to retain its specific 
chelating properties for a number of metallic jons at 
PH 7-0 at 37°C., numerous analogues and derivatives 
have been prepared and investigated for their ability to 
combine by chelation with certain trace metals in solution. 
Oxine has been used as an antiseptic since 1895, mainly 
in the form of “ chinosol ”’ (potassium hydfoxyquinoline 
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sulphate, B.P.C.), an acidic powder containing 50% 
oxine. Itis active against bacteria and fungi at a dilution 
as high as 1 part in 500,000; its bacteriostatic action is 
explained by the authors as due to the withdrawal of 
essential trace metals from bacteria. The antibacterial 
action of oxine derivatives has been shown to follow 
very closely their ability to chelate, thus supporting the 
hypothesis of the authors. 

Oxine was found to be the only one of seven isomeric 
hydroxyquinolines with chelating ability; this specificity 
applied to all derivatives having the essential chelating 
mechanism of oxine,Wnamely, a phenolic group peri to a 
heterocyclic tertiary nitrogen atom. Although several 
derivatives of oxine were found to give precipitates with 
metals at a greater dilution than oxine, no outstanding 
instances of specificity for any metal were encountered, 
and it was found that oxine and substances similarly 
constituted chelated with the same selection of metals; 
in no case was magnesium or calcium precipitated at 
pH 7:3. The colours of the complexes formed by iron 
and various oxines were blue and green, in contrast to 
those with other metals, which usually took the colour 
of the chelating agent, pale yellow. There is an interest- 
ing discussion on the somewhat complex influence 
of electronic distribution on a chelation in the series of 
compounds examined, and also on the applications 
of the experimental results to biological problems. 

R. Wien 


40. The Antibiotic Action on Bacterium coli of 
para-Aminobenzoic Acid Alone and in Association with 
Penicillin or Streptomycin. (Action antibiotique exercée 
sur le colibacille par l’acide para-aminobenzoique pur et 
associé a la penicilline ou ala streptomycine) 

R. Lecog and J. Sotomipés. Comptes Rendus Hebdo- 
madaires des Séances de Il’ Académie des Sciences [C.R. 
Acad. Sci., Paris) 225, 1392-1394, Dec. 22, 1947. 1 ref. 


p-Aminobenzoic acid in the form of its sodium salt 
is shown to have an antibiotic effect on Bacterium coli 
in vitro. When p-aminobenzoic acid is added to penicil- 
lin or streptomycin the combined antibiotic action is 
increased two to four times over that of each antibiotic 
alone. In treating coliform infections with penicillin it 
is recommended that it should be dissolved in a solution 
of the sodium salt of p-aminobenzoic acid. 

G. M. Findlay 


“41. The Development by Bacteria of Resistance to 
Arsenates. (Acclimatation des microbes aux arséniates) 
F. Duénert. Comptes Rendus Hebdomadaires des 
Séances de l' Académie des Sciences [C.R. Acad. Sci., 
Paris] 225, 1394-1395, Dec. 22, 1947. 


Some bacteria such as Bacterium coli readily become 
resistant to 10% potassium arsenate. Organisms are 
not killed by the arsenic, for if removed and placed in a 
medium without arsenic they grow readily. Resistance 
to arsenic is lost after about 2 to 3 months of passage in 
a medium without arsenic. Salmonella typhi and 
S. paratyphi A are not readily made resistant to arsenic, 
while S. paratyphi B behaves like Bact. coli. If, however, 


S. typhi and S. paratyphi A are grown in a medium con- 
taining 3% of potassium phosphate they readily become 
resistant to 2% of potassium arsenate. The phosphate 
must then be eliminated from the medium to allow 
resistance to 10% potassium arsenate to develop. 

= G. M. Findlay 


42. The Uptake of Acridines by Cell Substances. [In 
English] 

L. MAssart, G. Peeters, A. VAN Houcke, and A. Lac- 
RAIN. Archives Internationales de Pharmacodynamie et de 
Thérapie [Arch. int. Pharmacodyn.) 75, 141-143, Nov. 1, 
1947. 3 refs. 


“ Trypaflavine ”’ (euflavine) was found to be bound by 
the ribonucleoproteins of Staphylococcus albus, the 
mammary gland, and wheat embryos in the same way 
as by the ribonucleoproteins of yeast. 

The staphylococci were grown in broth for 24 hours 
and re-suspended in water. Some of the suspension 
(0-1 ml.) was put on a series of watch-glasses, dried below 
70° C., and fixed with alcohol during 10 minutes. The 
dried smears were treated with water (controls) or with 
a solution of crystalline ribonuclease (0-05 mg. in 1 ml.). 
The smears were kept at 40° C. for 40 minutes, washed, 
and then stained with trypaflavine (2-5 10-°M). The 
bovine mammary gland and the wheat embryo were 
separately ground with quartz sand and extracted for 
5 minutes with 0-005 M phosphate buffer (pH 7-3), 
The extract was centrifuged for 10 minutes and 0-1 ml. 
of the opalescent supernatant fluid was put on a series 
of watch-glasses and treated as above. Smears treated 
with ribonuclease were no longer stainable by trypa- 
flavine. This showed that acridines are bound by 
nucleoproteins in various kinds of cells. An attempt 
was made to demonstrate a competition between acridine 
cations and those of various metals. It is considered 
that the results in the following table demonstrate such a 
competition, and that the competition increases with 
increasing valence of the cation. 


Colorimeter 
Readings * 


Concentra- 
tion of 
Trypa- 
flavine 


Wheat Embryos 
Staph. albus 


None (control) 
1 x 10-!M sodium chloride .. 
1 x 10-?M magnesium chloride 
1x10-°M 

1 x 10-°M aluminium chloride 
1x 10-4M 


2:5 x 10-°M 


AnGan 


* The smaller the reading the less trypaflavine is bound. 


Fixed smears were treated with a solution of trypa- 
flavine containing the required concentration of salt, and 
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washed with alcohol until the washing fluid was almost 
colourless. The bound dye was then washed out with 
N hydrochloric acid and determined in a step-photometer 
with the filter S43 and microcuvettes of 0:2 ml. volume 
(5 cm. long). 

[The cation which would be expected to compete most 
strongly is the hydrogen ion, and its omission from the 
table detracts from the biological interest. As pH does 
not seem to have been checked in the above experiments 
with salts, the hydrogen ion may be playing a part in 
these reversals, particularly in the case of the highly 
acid aluminium salt. The fact that all bound dye 
could be washed out with hydrochloric acid is an index 
of the superior reversing properties of the hydrogen 
(cat)ion.] A. Albert 


43. The Uptake of Acridines by Yeast Cells, with 
Considerations on the Biochemical Behaviour of Acridines. 
{In English] 

L. MAssART, G, PEETERS, and A. vAN HoucKke. Archives 
Internationales de Pharmacodynamie et de Thérapie 
[Arch. int. Pharmacodyn.) 75, 210-221, Nov. 1, 1947. 
2 figs., 7 refs. 


Yeast cells were dried on watch-glasses at 70° C. and 
processed as in Abstract 42. All the controls stained 
perfectly, but the smears which had been treated with 
ribonuclease had lost at least 90% of their trypaflavine- 
binding power. The effect of salts was examined by 
dissolving them in 6 ml. of “* trypaflavine ” solution and 
then adding 2 ml. of a 1-5% suspension of baker’s yeast. 
The final concentration of trypaflavine was 10-4M. 
The mixture was centrifuged and the concentration of 
trypaflavine in the supernatant fluid was read in a step- 
photometer as before. The following concentrations of 
salts were necessary to prevent 50% of the uptake of 
trypaflavine found in the control: sodium chloride, 
2x 10-®M; potassium chloride, 2x 10-?7M; magnesium 
chloride, about 1 10-°M; strontium chloride, about 
1x 10-°M; cobalt chloride, 1 x 10-*M; calcium chloride, 
1x10-°M; zinc sulphate, 2x10-*M; manganese 
chloride, 2x 10-4M; aluminium chloride, 2 10-5M; 
ferric chloride, about 6x 10-5M. No control of pH 
was attempted. The effect of hydrogen ions on the 
uptake of trypaflavine by yeast was determined, and 
the results show that as the pH rises increasing amounts 
of dye are bound by yeast cells. As the ionization of the 
dye does not change over the range studied (pH 4-0 to 8:0), 
hydrogen ions must be competing with acridine cations 
for chemical union with yeast nucleoproteins. It is 
concluded that “ acridines are anti-metabolites for they 
compete with an important metabolite, the hydrogen 
ion”’. 

The staining of yeast cells by acridines is not appreciably 
reversed by aluminium or magnesium chlorides. This is 
interpreted to mean that the dye was first taken up by 
the yeast by electro-adsorption but was then fixed by 
some other chemical process. The uptake by yeast 
cells of acriflavine from solutions of different strengths 
is shown graphically, and it is inferred that in the binding 
of trypaflavine two different adsorptions take place, both 
corresponding: to an exponential equation. Organic 


cations (but not anions) are shown to be active displacing 
agents. The anti-fungal action of trypaflavine against 
yeast begins at 5 x 10-*M, and the uptake of trypaflavine 
by yeast was demonstrated at this concentration, thus 
relating stasis to the formation of the complex between 
trypaflavine and ribonucleoproteins. 

[The claim that lack of reversal by the cations (in the © 
form of metallic salts) shows that uptake of trypaflavine 
by yeast is a sequence of two physico-chemical processes 
may be questioned because all the reactions envisaged 
would be thermodynamically in the ground state of the 
molecule and hence readily reversible. It may be that 
the reversing cation cannot readily come into equilibrium 
with the acridine cations because of differential perme- 
ability effects. The cation of methylene blue exerted a 
powerful reversal effect on the yeast smears and another 
type of cation (the hydrogen ion) rapidly and completely 
reversed the combination between trypaflavine and three 
other (but possibly more accessible) ribonucleoproteins. ] 

A. Albert 


PENICILLIN 


44. A Method for Producing Sustained High Penicillin 
Levels in the Blood 

F. H. Kina, S. S. SCHNEIRSON, M. L. SussMAN, H. D. 
JANOWITZ, and L. BLUM. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 66, 548-551, Dec., 1947. 1 fig., 4 refs. 


High levels of penicillin in the blood were obtained by 
the simultaneous injection of large doses of crystalline 
penicillin and caronamide. Caronamide is 4’-carb- 
oxyphenylmethanesulphonanilide and has been shown to 
have an inhibitory effect on the renal tubular excretion 
of penicillin. Preliminary experiments in dogs demon- 
strated that the penicillin levels in the aorta produced 
by the rapid injection of a concentrated solution into the 
brachial vein were as great as those obtained by intro- 
ducing the penicillin direct into the right side of the heart. 
No untoward effects occurred even when 1,000,000 units 
of crystalline penicillin dissolved in 5 ml. of distilled 
water were injected into the brachial vein of a dog. 

Penicillin levels were then studied in the blood of 9 
patients after the intravenous administration of up to 
10,000,000 units of crystalline penicillin during a period 
of 10 hours. The solutions were injected rapidly into 
the right antecubital vein, the injection being completed 
within 5 seconds. No clinical or electrocardiographic 
abnormalities were noted. The caronamide was given in 
a dose of 4 g. by mouth every 3 hours day and night, 
starting 24 hours before treatment with penicillin and 
continuing throughout the period of observation. 
Without caronamide the blood levels immediately after 
the injection of 1,000,000 units of penicillin varied between 
88 and 136 units per ml.; with caronamide the levels were 
152 to 184 units per ml. At the end of 1 hour with 
penicillin alone the blood levels varied from 8 to 16 units 
per ml., and with caronamide the blood levels varied 
from 40 to 64 units per ml. The differences were even 
more pronounced when repeated injections of penicillin 
were given. After ten injections, for example, 2 patients 
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receiving caronamide and 1,000,000 units of penicillin 
in each injection had blood levels of 256 to 280 units 
per ml. immediately after the tenth injection, and 200 
to 208 units per ml. 1 hour later. With penicillin 
alone the comparative values were 120 and 16 units 
per ml.. No toxic effects were noted in any of the cases 
studied. R. Wien 


45. In vitro Development of Temporary Penicillin 
Resistance in Streptococcus pyogenes 

L. WEINSTEIN and C. C. L. Tsao. Proceedings: of the 
Society for Experimental Biology and Medicine {Proc. 
Soc. exp. Biol., N.Y.) 66, 598-602, Dec., 1947. 6 refs. 


The development of resistance in fifteen strains of 
Streptococcus pyogenes is described following repeated 
subcultivation in broth containing increasing amounts 
of penicillin. The cultures were kept on blood-heart- 
infusion-yeast-tryptose agar and transferred once a 
week, being kept during the interval in the ice chest. 
For inoculation 0-1 ml. of a 24-hour broth culture 
containing 10,000 to 100,000 organisms per ml. was used. 
The resistance of twelve out of the fifteen strains was 
increased from four to thirty-two times after repeated 
daily subcultivation. The maximum effect was obtained 
after forty-one transfers. The increase in resistance of 
six of the strains was only temporary and was rapidly 
abolished by frequent subculture in media containing no 
drug. There were no observable effects on the morpho- 
logy of colonies and cells, degree of haemolysis, or rate 
of growth during the period of acquisition of resistance 
to penicillin, or during the period of loss of resistance to 


penicillin. The penicillin-resistant strains, however, 


grew somewhat more slowly and produced slightly smaller 
colonies. R. Wien 


46. Errors in the Estimation of Penicillin. (Les erreurs 
de mesure de la penicillinémie) 

H. and D. Annales de Institut 
Pasteur {Ann. Inst. Pasteur] 73, 1173-1177, Dec., 1947. 
11 refs. 


The errors of the turbidimetric test for the estimation 
of penicillin in blood are due to the presence of serum and 
its effects on the standard organism and on penicillin. 
Similar errors, however, are inherent in dilution tests. 
The authors do not suggest any method of overcoming 
’ these errors. G. M. Findlay 


47. Aluminium Penicillin in Mouse Protection Tests 

R. D. Rew. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 66, 
650-651, Dec., 1947. 


An investigation was made of the protective action of 
aluminium penicillin in peanut-oil given intramuscularly 
to mice infected with Streptococcus pneumoniae. Its 
effect was compared with that of calcium penicillin in 
peanut-oil and of sodium crystalline penicillin in peanut- 
oil and beeswax. It was found that the average protective 
dose for aluminium penicillin in peanut-oil was 34 units, 
for sodium penicillin in oil and wax 40 units, and for 


calcium penicillin in oil 95 units. The experiments 
showed, therefore, that aluminium penicillin was 
superior to both the other two preparations. It is 
mentioned that 300,000 units of aluminium penicillin 
in peanut-oil given intramuscularly to human beings 
produced blood levels of 0-03 unit per ml., which 
persisted for from 12 to 24 hours. R. Wien 


48. Absorption of Penicillin given by Mouth 
H. C. Stewart and J. R. May. Lancet [Lancet] 2, 
857-862, Dec. 13, 1947. 5 figs., 14 refs. 


Twelve healthy volunteers were given 15,000 units of 
penicillin either before or 1 to 3 hours after food, and 
the penicillin level in the blood was determined at 
intervals thereafter. In 5 cases in which the penicillin 
was given before food the level reached was equal to that 
attained by intramuscular injection. In the other cases 
it was much less, and administration less than 3 hours 
after food gave little or no result. Incubation with 
gastric juice caused little destruction of penicillin unless 
PH was below 3-0. The results when penicillin was given 
in capsules of various types were poorer than when it was 
given in 5 ml. of water; this is attributed to absorption 
in the upper part of the duodenum, so that rapid passage 
through the latter, either in a capsule or a large bulk 
(250 ml.) of fluid, hinders absorption. Absorption is not 
decreased by the simultaneous administration of glucose. 
It varies greatly in individuals, and in most cases a dose 
ten times the intramuscular dose is necessary not less than 
4 hours after a meal. V. J. Woolley 


49. Anomalous Findings in Penicillin Level Determina- 
tions in Urine 

C. R. FALK and H. Biecu. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.] 32, 1356-1360, 
Nov., 1947. 8 refs. 


Urine samples have been collected at intervals after 
intramuscular injection of penicillin into patients treated 
for syphilis. The bactericidal activities of 249 specimens 
of urine collected more than 4 hours after the injection 
were of the anticipated order, but in 67 specimens 
collected within 4 hours of injection the bactericidal 
activity was far greater than expected. Such activity 
increased during storage of the urine for up to 6 weeks 
and then declined. The activity present in 1 ml. of 
urine often exceeded that of the total dose of injected 
penicillin. The usual technical errors were carefully 
controlled and no explanation is offered for these 
findings. Derek R. Wood 


50. A Comparison of Effect of Caronamide and Benzoic 
Acid on Penicillin Plasma Concentrations 

W. P. BoGer and R. M. BAKER. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 66, 1-4, Oct., 1947. 1 fig., 12 refs. 


It has been claimed that benzoic acid inhibits the excre- 
tion of penicillin by the renal tubules in the same way as 
caronamide. A comparison between the effectiveness 
of the two*drugs in this respect is reported. Seven 
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afebrile individuals without cardiac, renal, or hepatic 
dysfunction were selected for the study. Each patient 
. was observed during three periods and served as his own 
control. On the control day an intramuscular injection 
of 200,000 units of penicillin was given at 6 and 9 a.m. 
Blood specimens for penicillin assay were obtained at 
intervals of 15 and 30 minutes, 1 hour, 2 hours, and 3 
hours after the second injection. Three days later 
benzoic acid was administered in gelatin capsules in 
doses of 0-5 g. every 3 hours for 24 hours, and at the same 
time as the last two doses of benzoic acid were given 
200,000 units of penicillin were injected and the effect of 
the benzoic acid on the penicillin blood concentration 
was studied. Three days later the same procedure was 
repeated, except that caronamide in 0-5 g. tablets was 
substituted for benzoic acid. In some cases the order of 
administration of benzoic acid and caronamide was 
reversed. It is apparent from the data given in the paper 
that caronamide in the dosage used had a uniform and 
striking effect upon the ‘penicillin plasma concentrations, 
enhancing the control values over five times on the 
average. Equally apparent is the lack of any significant 
effect of benzoic acid, after the administration of which 
the plasma penicillin “concentrations corresponded 
exactly to those obtained during the control period. 
D. M. Dunlop 


51. Methods for Demonstrating Morphological and 
Tinctorial Changes in Micro-organisms under the Influence 


lose of Antibiotics. (Méthodes pour la mise en évidence des 
han modifications morphologiques et tinctoriales des micro- 
oy organismes soumis a l’influence des antibiotiques) 
C. Levapitt and J. HENRY. Comptes Rendus Hebdo- 
ina- madaires des Séances de I’ Académie des Sciences [C.R. 
Acad. Sci., Paris] 225, 1190-1192, Dec. 10, 1947. 3 refs. 
and To demonstrate the changes produced in micro- 
360, organisms by penicillin or streptomycin the authors use a 
silver impregnation method (Fontana-Tribondeau). A 
after disk of filter paper impregnated with the antibiotic is 
ated put on a plate seeded with the organism to be studied. 
nens @ At intervals of 1 ‘to 24 hours a specimen is taken with a 
‘tion | Platinum wire from under the centre of the disk, the 
nens @ Middle of the lytic zone, the outer edge of the lytic zone, 
sidal and the culture outside the lytic zone. An alternative 
ivity @ to press a slide 3 to 4 cm. long on to the lysed and non- 
eeks lysed areas. The earliest change in bacilli is the forma- 
|. of @ ton of long, filamentous forms. G. M. Findlay 
cted 
fully § 52. Procaine Penicillin G (Duracillin): A New Salt of 
these § Penicillin which Prolongs the Action of Penicillin 
od W. E. Herrett, D. R. NicHois, and F. R.: HEILMAN. 
Proceedings of the Staff Meetings of the Mayo Clinic 
—_ [Proc. Mayo Clin.] 22, 567-570, Dec. 10, 1947. 3 refs. 
The authors have made clinical trials with a chemical 
f the compound of penicillin and procaine said to contain 
Proc. 41-5% procaine base with a determined potency of 
refs. § 940 units per mg. Toxicity studies in animals had been 
xcre- | Previously undertaken, and 1,000 units of the preparation 
ayas 0-5 ml. saline had been injected into each of 15 mice 
enced and 150,000 units in cottonseed oil into dogs, without 
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harm in either case; 1 ml. of a cottonseed-oil suspension 
injected into a rabbit did not give rise to local induration, 
and no residual oil was found at the injection site six 
weeks later. 

In the clinical study 10 patients (believed to be free from 
renal impairment) each received by intramuscular injec- 
tion 300,000 units of the preparation suspended in 1 ml. of 
oil, and samples of blood were withdrawn at 3-hourly 
intervals for 24 hours for penicillin assay (by an adapta- 
tion of the Fleming—Wright slide-cell technique, in some 
cases checked by Kolmer’s serial dilution technique). 
The lowest demonstrable level of activity in the control 
assays lay between 0-06 and 0-03 unit per ml. The 
results may be summarized as follows: 


| Hours after Injection 
ee. 6 | 9 | 12 | 18 | 21 | 2 
Patients from | ; | 
whom samples 
were assayed . . 10 10 10 8 10 10 9 
Mean serum | | 
penicillin level | 
units/ml. 1:31 | 0:96 | 0-63 | 0:24 | 0:36 | 0:26 
Range of 
levels found |2-0-25 4-0:12) 4-0-12) 2-0-25| 2-006} 2-0 | 1-0 


Local soreness was not observed after the injection; 
the authors suggest that this may indicate a local analgesic 
effect of the preparation. [Note that a similar painless- 
ness was Observed by Romansky and Rittman in their 
original trials of beeswax and peanut-oil penicillin 
suspensions containing no local analgesic (Bull. U.S. 
Army med. Dept., 1944, 81, 43).] The new drug was 
also tried in 10 cases suitable for penicillin treatment, 
and is said to have given results similar to those expected 
from ordinary penicillin therapy. No toxic reactions 
were encountered. G. I. C. Ingram 


53. Comparative Efficiency of Single and Multiple 
Dosage Regimens of the Penicillins . 

C. G. Zusrop. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 81, 400-410, Dec., 1947. 2 
figs., 8 refs. 


It has been reported in the past that penicillin exerts an 
antibacterial effect for a longer period than can be 
explained on the basis of its concentration in the blood. 
The author has therefore investigated the comparative 
efficiency of various schemes of dosage with penicillins 
G and K in treating a virulent haemolytic streptococcus 
infection in mice. The animals were infec intra- 
peritoneally with 1 ml. of a 1 in 100,000 dilution of a 
5-hour blood-broth subculture. Such a dilution con- 
tained 1,200 to 4,500 organisms and killed 78 out of 80 
control mice in 16 hours. Culture of the heart’s blood 
in each instance grew a haemolytic streptococcus. 
About 350 mice were infected for each experiment. The 
total amount of aqueous penicillin administered was kept 
constant, and only the division of the total dose was 
varied. Injections were made intramuscularly in 0:2 ml. 
Treatment was started 4 hours after infection. 

A single dose of penicillin G (from 0-12 to 4 mg. per 
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kilo of the sodium salt) gave a flat type of dosage- 
response curve—that is, for each increment in dosage 
there was a small increase in the number of mice surviving. 
With 4 doses at 24-hour intervals, 3 doses at 8-hour 
intervals, and 8 doses at 3-hour intervals, survival of the 
mice depended upon the total dose administered. 
Within certain limits, the survival rate was not affected 
by the number of fractions into which the total dose was 
split or by the interval between doses. This limit was 
passed when the same total dose was given in 8 doses 
at I-hour intervals. Penicillin K was more effective in 
divided doses, but its activity was only about ;’; that of 
penicillin G. It appears certain, therefore, that the 
antistreptococcal effect of both penicillins outlasts the 
measurable blood levels in mice by many hours, and little 
is gained by administering the drugs more often than once 
every 24 hours. On the other hand, a large initial dose 
conferred an advantage not given by schedules in which 
the total dose was fractionated into many equal parts. 
In the first 24 hours after a single dose of 0-25 mg. per kilo 
of penicillin G there were practically no deaths; with 
various multiple-dosage schemes at 0-25 mg. per kilo, 
55% of the mice died at the end of 24 hours. 
' [The infection in these mice was quite variable; hence 
too much stress must not be laid on the results, which 
cannot be directly transferred to man. The usual routine 
for the treatment of infection in man by penicillin G 
requires a constant blood concentration, effected by 
giving frequent doses of penicillin G in aqueous solution 
or by one dose per day of penicillin in oil and beeswax. 
A trial might be made with a large initial dose intra- 
muscularly and then smaller doses at 12-hour intervals in 
the treatment of penicillin-susceptible infections.] 
G. B. West 
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54. The Activity of Streptomycin in the Presence of 
Serum and Whole Blood 

E. B. SCHOENBACH and C. A. CHANDLER. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 66, 493-500, Dec., 1947. 
1 fig., 10 refs. 


Because of the importance of the development of 
streptomycin resistance during treatment, the authors 
considered the factors concerned in the in-vitro bacteri- 
cidal testing of streptomycin in the presence of whole 
blood. The factors studied included the investigation of 
phagocytosis, haemolysis of red blood cells, immune 
serum, and labile constituents. 

They had previously shown that streptomycin-resistant 
strains of staphylococcus, pneumococcus, and strepto- 
coccus grew as well as the sensitive parent strains. 
With a sensitive strain of Staphylococcus aureus it was 
found that the bacteriostatic range of streptomycin 
varied between 5 and 12 yg. in broth, and similar figures 
were obtained in the presence of 60% fresh human 
serum or whole blood. It was concluded that, with 
this strain, streptomycin was not affected by the presence 
of serum or whole blood. A resistant strain of Staph. 
aureus readily grew in broth containing 1,000 pg. of 


streptomycin and, except for its resistance, it resembled 
the parent strain. When the resistant strain was grown 
in the presence of 60% rabbit serum definite inhibition of 
growth was observed after 24 hours with as little as 
125 yg. of streptomycin per ml., but after 48 hours a 
growth’ similar to that in the controls was obtained, 
Since the phagocytic activity of the white blood cells 
was decreased in all the experiments, the initial bacterio- 
stasis could not be attributed to any enhancement of 
phagocytosis. The probable explanation was a retarda- 
tion in the rate of growth, and it was supposed that 
the nutritional requirements of the organism had been 
modified with the acquisition of streptomycin resistance, 
Although the resistant strain appeared to grow as readily 
as the parent strain in the usual nutrient media and in the 
presence of whole blood, when streptomycin was added 
the delay in the rate of growth indicated that some 
nutritional factor was probably affected. It is suggested 
that the inhibitory action of streptomycin may be related 
to its combination with desoxyribonucleic acid in the 
bacterial cell. Since nucleoprotein metabolism is im 
portant to the growth of bacteria, the combination 
of nucleic acid with streptomycin may interfere with the 
synthesis of nucleoproteins. R. Wien 


55. The Conception of L. S. Stern regarding Blood-tissue 
Barriers in the Problem of Therapeutics. (KoHuenuns 
JI. C. LUlrepx o 6apbepax B 
mpo6meme Tepanun) 

N. N. GReENCHAR. Buwnnerenb 
[Byull. eksp. Med. Biol.] 2A, 
348-351, Nov., 1947. 


The author applies the conception of Stern, of the 
Institute of Physiology, Moscow, of the existence of a 
barrier between the nutritional medium of each organ 
of the body and the general blood stream, to the 
administration of antibiotics, especially streptomycin. 
According to this view, it is necessary, in order to obtain 
effective action of any drug on any given organ, to 
ensure the penetration of the drug into the nutritional 
sphere of that organ, either by increasing the permeability 
of the corresponding “* blood-tissue barrier” or by 
circumventing the barrier by direct administration into 
that nutritional sphere. In cases of tuberculosis here 
recorded the author has achieved this by the latter 
method—that is, by direct injection of the antibiotic 
into the subarachnoid space by suboccipital puncture, or 
into the pleura in tuberculous empyemata and effusions, 
or intracutaneously into tuberculous lesions of the skin. 

He describes this method in 9 cases of tuberculous 
meningitis (5 adults and 4 children), with short clinical 
notes of 2 cases. He claims full clinical cure in 1 (adult) 
case 6 months after starting treatment, and says that 7 
of the remainder were well on the road to recovery at 
the time of writing; 1 child, untreated until the eighteenth 
day of the disease, died. Dosage varied from 2,250,000 
to 3,600,000 Oxford units; in the latter case, 36 injections 
were given, so that the average single dose was 100,000 
units. Two courses were given, with an interval of 
1 month between them. Seven cases of tuberculous 
empyema, the duration of which varied from 1 month to 
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2 years, are next described. One patient had also a 
secondary infection with Pseudomonas pyocyanea. In 
2 cases the empyema resolved completely; the remaining 
5 patients were approaching convalescence with in- 
significant amount of discharge—in 3 of these the pleural 
cavity was obliterated. In these cases, after each aspira- 
tion streptomycin was injected in doses not exceeding 
125,000 units; total dosage was 2,500,000 to 3,000,000 
units. A case is described of a man aged 66, who for 
the second time in 12 months had a large pleural effusion 
reaching to the second rib on the left side. Two days 
after aspiration of 700 ml. the fluid had again reached 
the former level and he was seriously ill. Three intra- 
pleural injections of 500,000 units of streptomycin at 
intervals of 4 days led to reabsorption of the fluid and 
general clinical improvement. 

In a case of lupus hypertrophicus, in which sub- 
cutaneous local injections of 100,000 units of strepto- 
mycin led to no improvement, intracutaneous injections 
around and into the lesions led to complete clinical cure 
in 3 months. More recent experiments have been 
directed to the treatment of tuberculosis of the synovial 
cavities, peritoneum, and mesenteric lymph nodes. It is 
claimed that the frequency and quantity of the dose can 
be diminished by the above technique. Thus, in the 
18 cases referred to the total amount of streptomycin used 
was 68 g., which is half the amount often used in 1 
course of intramuscular treatment in 1 case. 

[A large series of cases, with fuller case histories and 
details, would add considerably to what is undoubtedly 
an interesting and profitable field of investigation. The 
value of direct approach to the cerebrospinal canal in 
treatment of meningitis by antibiotics has been generally 
accepted by investigators for some years. As tuber- 
culous meningitis is, however, almost always part of a 
general infection, it seems advisable to continue simul- 
taneous intramuscular treatment. As in the case of 
penicillin, it will most probably be found that intrathecal 
and intracisternal dosage will become much lower with 
increasing experience, while large intramuscular doses 
will still be required.] L. Firman-Edwards 


56. Resistance to Streptomycin. A Study of the 
Mechanisms in its Development 

H. K. Si-ver and C. H. Kempe. Journal of Immunology 
[J. Immunol.] 57, 263-272, Nov., 1947. 6 figs., 25 refs. 


One of the difficulties in the use of streptomycin is the 
frequency with which organisms become resistant. 
Bacterium coli or Aérogenes aérogenes can be made 
resistant by adding increasing amounts of streptomycin 
to bacteria grown on the chorio-allantoic membrane of 
the developing hen’s egg, and subculturing in eggs every 
2 or 3 days. The sensitivity to streptomycin of 
individuals making up a single strain of Bact. coli varies 
widely. If the sensitivities are plotted they form a 
typical standard distribution curve. Similar variations 
in sensitivity are found when the individuals from a 
resistant strain are tested. Changes in the morphology 
of Bact. coli are seen after exposure to streptomycin, 
but these are not related to streptomycin sensitivity. 

G. M. Findlay 


57. Persistence of Streptomycin Resistance During 
Subcultures in Streptomycin Free Media 

R. Murray, C. WiLcox, and M. FINLAND. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 66, 133-137, Oct., 1947. 
8 refs. 


The purpose of this study was to examine a group of 
Gram-negative organisms highly resistant to strepto- 
mycin in order to determine whether loss of resistance 
took place in the course of 100 serial transfers’ through 
streptomycin-free broth. Some strains of organisms 
were obtained directly from patients under treatment with 
streptomycin and others were derived in vitro after 
growth in streptomycin-containing media. Of the 13 
cultures studied 11 showed no diminution in streptomycin 
resistance by the methods used. In the case of two 
strains, however, organisms appeared after serial sub- 
cultures which were more sensitive to streptomycin than 
those of the initial cultures, in one instance after 28 and 
in another after 59 transfers. Both these strains had 
become resistant in vitro. No loss of resistance was 
noted in any of the strains isolated directly from patients. 

D. M. Dunlop 


58. Effect of Oral Streptomycin on the Intestinal Flora 
L. W. Kane and G. E. Fotey. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 66, 201-203, Oct., 1947. 7 refs. 


The oral administration of as little as 1 g. of strepto- 
mycin daily eliminated Bacterium coli from the stools of 
5 patients within 2 days. The stool could be kept free 


of these micro-organisms as long as adequate strepto- 
mycin levels were maintained, but reappeared promptly 
when the drug was discontinued. Swabs taken at 
operation from the mucosa of the colons of 2 patients 
who had received pre-operative streptomycin did not 


contain B. coli. These micro-organisms also were 
eliminated from the distal segment of a colostomy by 
streptomycin lavage per rectum. Streptomycin did not 
affect the anaerobic flora of the stool, and had no 
appreciable effect on the fecal streptococci.—[Authors’ 
summary.] 


59. Variants of Escherichia coli, Pseudomonas 
aeruginosa, and Bacillus subtilis Requiring Strepto- 
mycin 

T. Kusunickx, C. I. RANDLEs, C. T. Gray, and J. M. 
BIRKELAND. Science [Science] 106, 587-588, Dec. 12, 
1947. 2 refs. 


Strains of Bacterium coli, Pseudomonas aeruginosa, and 
Bacillus subtilis grown in the Department of Bacteriology, 
Ohio State University, became resistant to 1,000, 8,000, 
and 1,000 jg. per ml. of streptomycin when grown on 
synthetic media. From these cultures were obtained 
variants which would not grow in the absence of 
streptomycin. G. M. Findlay 


For streptomycin treatment of tuberculosis, see 
Abstracts 354-60. 
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OTHER ANTIBIOTICS 


60. Raphanin, a New Antibiotic. (A raphanin, egy 
eddig ismeretlen antibioticum) 

I. GyOrGcy and H. IstvAN. Orvosok Lapja [Orv. Lapja] 
4, 41-44, Jan. 11, 1948. 7 refs. 


Aqueous extracts obtained from radish seeds (Raphanus 
sativus) have a uniform bactericidal effect on various 
Gram-negative and Gram-positive bacteria. The authors 


succeeded in separating the substance and in identifying 
it as a liquid of stable composition. The. active prin- 
ciple, termed “ raphanin”’ by them, is distillable at 
0-06 mm. Hg pressure; its formula is C,;H2,N;0,S;. 
The substance is slightly toxic and for this reason its 
applicability as bactericide is doubtful at present.— 
[Authors’ summary.] 


61. Some Pharmacological Characteristics of Baci- 
tracin. III. Chronic Toxicity Studies of Commercial 
Bacitracin in the Dog and Monkey 

J. V. Scupt, I. A. Coret, and W. ANToPoL. Proceedings 
_ of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 66, 558-561, Dec., 1947. 
1 fig., 4 refs. 


Large doses of bacitracin, approaching the LD 50 level, 
caused damage to the renal tubules with tubular necrosis 
in the mouse, but not in the rat. After prolonged 
daily administration of crude bacitracin concentrates in 
dogs and monkeys no significant changes in blood 
morphology were observed. There was also no signi- 
ficant change in the urine, which remained negative for 
sugar and albumin. In the rabbit, injection of 6,000 
units per ml. into the shaved abdominal skin and instilla- 
tion of 1,200 units per ml. into the conjunctival sac 
caused little irritation. Repeated intramuscular injec- 
tion of 1,000 to 1,500 units per kilo into dogs and 
monkeys produced local induration with small areas of 
necrosis. R. Wien 


62. A Survey of 500 Basidiomycetes for Anti- 
bacterial Activity 

A. H. Hervey. Bulletin of the Torrey Botanical Club 
and Torreya (Bull. Torrey bot. Cl.| 74, 476-503, Nov.- 
Dec., 1947. 12 refs. 


Using the streak method, the author, working in the 
Department of Botany, Columbia University, New York, 
studied the antibacterial activity of 508 species of 
Basidiomycetes. Of these 55% showed some activity 
against Staphylococcus aureus or against Staph. aureus 
and Bacterium coli. None showed activity against 
Bact. coli alone. Altogether 203 inhibited the growth of 
Staph. aureus for more than 10 mm. but in about a 
quarter the inhibition was due to the hydrogen-ion 
concentration. In 45 instances the inhibition zone was 
more than 10 mm. in diameter by the agar disk method. 
In 16 cases culture fluids were active in 64 dilution units 
or more, while much higher dilutions, 1 in 1,024 or 1 in 
2,048, were active in the case of Drosophila subatrata 
and Rhodopaxillus nudus. Agrocybe dura was active in 


a dilution of 1 in 512. With a number of fungi there 
appeared to be a negative correlation between growth and 
antibacterial activity. G. M. Findlay 


63. Glutinosin: A Fungistatic Metabolic Product of 
the Mould Metarrhizium glutinosum 

S. Pope, P. W. BRIAN, P. J. Curtis, and H. G. HEMMING, 
Proceedings of the Royal Society (Proc. roy. Soc.] B, 135, 
106-132, Dec. 16, 1947. 29 refs. 


Many antibiotics which destroy bacteria have some 
action on fungi, but there are few antibiotics whose 
activities are largely restricted to other fungi. Gluti- 
nosin, however, obtained from cultures of the fungus 
Metarrhizium glutinosum, grown on Czapek—Dox or 
Raulin-Thom media, is highly toxic to many fungi, 
It is nevertheless markedly specific: germination of 
spores of Botrytis alii is inhibited by 0-8 yg. per ml, 
but Trichoderma viride is not inhibited by 50 yg. per ml, 
It is only slightly toxic to bacteria. Glutinosin is 
relatively heat-stable but is destroyed more quickly in 
alkaline than in acid solutions. The active fungistatic 
agent can be obtained in a pure crystalline form by 
extraction with ether, petrol-ether, or benzene, or more 
effectively by treating the culture filtrate with charcoal 
followed by elution with benzene. The probable 
molecular formula is CygH¢oO4¢- G. M. Findlay 


SULPHONAMIDES 


64. Sulphonamide Metabolism in the Organism in 
Pregnancy and the Puerperium. (Untersuchungen zur 
Frage des Sulfonamidstoffwechsels im Organismus der 
Schwangeren und Wochnerinnen) 

G. GAEHTGENS. Zeitschrift fiir Geburtshiilfe und Gyndko- 
logie [Z. Geburtsh. Gyndk.] 128, 225-247, 1947. 7 figs., 
6 refs. 


_ This article includes reports on the excretion rates of 
free and conjugated sulphonamides in women during 
pregnancy and the puerperium. [The total number of 
patients is not stated, but results are given for groups of 
15 to 20 patients with each treatment.] Treatment 
consisted of the administration of “* marfanil-prontalbin ” 
alone, or the sulphonamide was given in conjunction 
with vitamin preparations, vitamin B, or vitamin C. 
A greater proportion of acetylated sulphonamide was 
excreted by pregnant women than by non-pregnant 
women. The simultaneous administration of the water- 
soluble vitamin preparations led to an increase in the 
sulphonamide excretion and to a probable increase in 
the elimination of the amount of sulphonamide in a 
conjugated form. The authors point out that when 
increased amounts of the acetylated sulphonamide 
derivatives are excreted it is important to guard against 
urolithiasis, and they therefore recommend the ad- 
ministration of sodium bicarbonate and sodium citrate. 
Alternatively, only those sulphonamide preparations 
should be used which do not tend to produce crystalluria. 

The results might be partly explained by the diuresis 
that occurs in pregnancy and by the hypovitaminosis 
which is commonly present during the puerperium. 
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This is supported by the fact that in the normal healthy 
subject the administration of vitamin B, or vitamin C 
does not lead to an increase in sulphonamide excretion. 
However, the authors feel that attention should be drawn 
to the fact that in the treatment of infections after 
confinement the simultaneous administration of water- 
soluble vitamins with sulphonamides might lead to an 
increase both in the excretion of the sulphonamide and 
in the amount which is conjugated. R. Wien 


65. The Chemical Basis of the New Sulphonamide 
Preparations Marbadal and Supronal (De-Ma). (Uber 
die chemischen Grundlagen der neuen Sulfonamidpra- 
parate Marbadal und Supronal (De-Ma)) 

J.KLARER. Deutsche Medizinische Wochenschrift [Dtsch. 
med. Wschr.] 72, 670-671, Dec. 5, 1947. 7 refs. 


The chemical research which led to the development 
of two sulphonamides, “‘ marbadal”’ and “ supronal ”’, 
popular in Germany to-day, is discussed briefly. The idea 
was to produce drugs with an effect on aerobic and on 
anaerobic microorganisms. A first attempt was made 
by producing a “* marfanil ”’ salt of soluble “* prontosil ”’. 
Later, marbadal was obtained by combining marfanil 
(p-aminomethyl benzene sulphonamide) with badional 
(p-amino benzene sulphonthiourea). Marbadal has the 


formula 


It is neutral, well tolerated, and easily sterilized. 
Supronal is a mixture of marbadal with “ debenal ” 
(=sulphadiazine) in equal quantities, and has an even 
greater effect on mixed infections with aerobic and 
anerobic microorganisms. S. S. B. Gilder 


CS.NH, 
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66. The Antibacterial Activity of some Sulfon- and 
Sulfanilanilide Derivatives 

G. R. Goetcuius and C. A. LAWRENCE. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
32, 1361-1363, Nov., 1947. 4 refs. 


Antibacterial tests in vitro show 3’,5’-bis-(trifluoro- 
methyl)-sulphanilanilide to be the most active of a series 
of new derivatives of 3’,5’-dibromosulphanilanilide. A 
free NH, group in the para position is apparently not 
essential for maximum activity since the dihalogenated 
compounds with the NH, group in ortho, meta, or para 
positions are all equally active. This may explain why 
the action of 3’,5’dibromosulphanilanilide is not affected 
by the presence of p-aminobenzoic acid. It is noted 
that other workers have not found the compounds 
promising in vivo. Derek R. Wood 


67. Myocardium After Sulfonamide Therapy 
R. M. Fawcett. Archives of Pathology [Arch. Path.] 
45, 25-35, Jan., 1948. 2 figs., 28 refs. 


TOXICOLOGY 


68. Nutritional Dermatoses in the Rat. XII. The 
Influence of Deficiencies on the Extent of Injury and Heal- 
ing Time of Liquid Mustard Gas Burns 

M. SULLIVAN. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.] 81, 367-399, Dec., 1947. 
9 figs., 14 refs. 


Contact of liquid mustard gas with the ne of the rat 
produces necrosis but never results in the macroscopic 
vesiculation seen in human skin similarly treated. 
Nevertheless, by using the rat as the experimental 
animal it was possible to make comparative observations 
of the effects of chemical damage to normal and abnormal 
skins. To the shaven skin of 150 adult rats under “ nem- 
butal ”’ anaesthesia 180 to 350 yg. of pure liquid mustard 
gas was applied over an area of 6-5 mm. diameter. The 
authors inflicted remarkably uniform injuries, whose 
extent was proportional to the amount of the vesicant 
applied. The visible injury was measured in mm., with 
notes on erythema, central pallor, ulceration, crusting, 
failure of sebaceous secretion, and scarring. The 
intensity of erythema and thickness of crusts were also 
useful in comparison of lesions. Histological examina- 
tions of the skin areas were made up to 30 days after the 
application. 

. In two experiments it was found possible to produce in 
rats hypersensitivity to liquid mustard gas by reapplying 
mustard gas to sites previously injured by the same 
substance. On the other hand, when each of the 
multiple applications was made on a skin site previously 
undamaged by mustard gas, hypersensitivity did not 
develop. Inall the experiments dealing with the influence 
of dietary deficiencies on the extent of injury and healing 
time the application of the vesicant to previously injured 
sites of skin was avoided. Deficiencies in carbohydrate, 
protein, fat, riboflavin, pyridoxine, pantothenic acid, 
biotin, vitamin A, and magnesium, and deficiency in 
members of the vitamin-B complex other than thiamine 
were caused in groups of rats; doses of liquid mustard 
gas were then applied and the extent of injury and the 
healing-time were observed. In some experiments, 
cystine and choline, p-aminobenzamide, and large doses 
of vitamin-B complex were administered to determine the 
influence of these agents on healing-time. 

Analyses of results indicated that atrophy was one of 
the chief factors which enhanced injury and resulted in 
delayed healing. The most severe burns were sustained 
by rats deprived of the entire vitamin-B complex other 
than a small supplement of thiamine necessary for the 
maintenance of life. In this experimental deficiency 
there was marked atrophy of skin and its appendages, 
and subcutaneous fat was practically absent. The 
penetration of atrophic skin by liquid mustard gas was in 
sharp contrast to its action in the skin of normal rats, 
in which much of the agent was apparently fixed, the 
resulting inflammatory reaction being limited to the skin 
and the subcutaneous tissue. The penetration of the 
scalp in the deficient rats was of such depth that not only 
was the musculature involved but there was also necrosis 
of the skull. Deficiencies in riboflavin, pyridoxine, 
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pantothenic acid, protein, or fat increased the extent of 
cutaneous injury and delayed healing in rats, whilst all 
other deficiencies studied were ineffective. 

[It is difficult in experiments such as these to assess the 
full value of any factor. The thickness of the skin has 
been cited as one of the reasons for penetration to the 
skull, but it seems more probable that the subcutaneous 
fat is the decisive factor. It is of interest to note that 
uniform reproducible injuries could be produced in the 
skin of rats which had received small measured amounts 
of liquid mustard gas.] G. B. West 


69. Visual Effects of Tridione 

L. L. SLOAN and A. P. GitGer. American Journal of 
Ophthalmology [Amer. J. Ophthal.) 30, 1387-1405, Nov., 
1947, 25 figs., 16 refs. 


The use of “ tridione”’ (3,5,5-trimethyloxazolidine- 
2,4-dione) in the treatment of epilepsy has been followed 
by frequent complaints of visual disturbance associated 
particularly with high illumination, difficulty in discrimi- 
nating black or colours against light backgrounds, and 
decrease of visual acuity in illumination at the customary 
level. No external or ophthalmoscopic changes have 
been found. 

The authors have made a series of tests in the Baltimore 
City Hospitals on 7 patients aged 30 to 68 with good 
vision; they were tested while taking tridione for from 
2 to 9 months and again after giving it up. Experiments 
performed at two brightness-levels; 2 and 2,000 milli- 
lamberts, included studies of visual acuity and bright- 
ness sensitivity at the fovea, light-threshold, colour 
discrimination, and sensitiveness to flicker. Marked 
reduction in acuity was found when the illumination 
changed from a moderate to a high level and vice versa, 
though the reduction disappeared after exposure to the 
same illumination for 10 minutes or more. Each patient 
showed temporary impairment in all respects in bright 
illumination, pointing to an affection of cone-function 
through the entire retina. Improvement came with 
continued exposure, though 2 patients had lasting 
impairment at high brightness-levels. Tolerance deve- 
loped with continued medication. It is concluded that 
the effect was produced in the neutral layers of the 
retina. D. Matheson Mackay 


70. The Effect of 2,3-Dimercaptopropanol (BAL) on 
the Toxicity of Gold 

S. Levey and C. J. Smytu. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.) 32, 1364-1369, 


Nov., 1947. 1 fig., 10 refs. 


In rats intramuscular injection of BAL (1 to 3 injections 
of 12-5 mg.) is effective in reducing the toxicity (measured 
by survival time) of single intramuscular injections of 
gold (75 to 100.mg. per kilo) as gold sodium thiosulphate, 
gold thioglucose, or sodium succimidoaurate. Some 
late deaths, due to renal damage, did occur in animals 
given large doses of gold sodium thiosulphate even when 
protected from early death by BAL. BAL is less effective 
against the lethal action of similar doses of gold sodium 
thiomalate. However, the retarded growth rate of young 


rats given a single non-lethal dose of gold sodium thio. 
sulphate (50 mg. per kilo) is not observed if a single 
injection of 3-1 mg. BAL is given at the same time as the 
gold. In these animals the microscopical changes in 
kidney and liver due to gold were also prevented by BAL, 

[Some clinical reports of the effectiveness of BAL in 
the treatment of symptoms of gold poisoning in map 
have recently appeared (see Abstract 71).] 

Derek R. Wood 


71. The Treatment of Acute Gold and Arsenic Poison- 
ing. Use of Bal (2,3-Dimercaptopropanol, British Anti- 
lewisite) 

A. COHEN, J. GOLDMAN, and A. W. Dusps. Journal of 
the American Medical Association [J. Amer. med. Ass, 
133, 749-752, March 15, 1947. 10 refs. 


A useful summary is given of the investigations leading 
up to the introduction of BAL, with a record of 5 cases 
of acute poisoning due to gold and 1 of acute poisoning 
due to arsenic which were treated successfully by intra- 
muscular’ injections of BAL. The authors emphasize 
the value of BAL in controlling the chrysotherapy of 
rheumatoid arthritis. Transient symptoms of BAL 
toxicity are described. They included a sense of warmth 
in the mouth, salivation, flushing of the face, conjunctival 
injection, lacrimation, and pains in the arms and legs. 

G. R. Cameron 


of Pathology [Amer. J. Path.) 23, 679-693, Sept., 1947, 
8 figs., 3 refs. 


Dogs exposed to phosgene (290 mg. per cubic metre 
for 30 minutes) often developed consolidation of one or 
more lobes of the lungs 4 to 9 days after exposure. The 
involved lobes showed obliterative bronchiolitis together 
with a diffuse mononuclear exudate in the alveoli and 
foci of thickening and organization of the alveolar walls 
consisting of large mononuclear cells and young fibro- 
blasts. Organization set in as the initial oedema sub- 
sided and resulted in severe anoxia, which caused many 
deaths in spite of oxygen therapy. Two dogs surviving 
this stage showed only focal scars in the pulmonary 
parenchyma and bronchioles 27 and 59 days after 
exposure. G. R. Cameron 


INDUSTRIAL TOXICOLOGY 


73. Changes in the Exocrine Parts of the Pancreas 
in Experimental Chronic Nickel Poisoning. (Uber 
Verainderungen im exokrinen Teil des Pankreas bei 
experimenteller chronischer Nickelvergiftung) 
H. FiscHer and P. Huser. Véierteljahrsschrift der 
Naturforschenden Gesellschaft in Ziirich [Vjschr. naturf. 
Ges. Ziirich| 92, 165-187, Sept., 1947. 10 figs., biblio- 
graphy. 

Nickel in the form of sulphate, or as a salt of «-oxy- 


benzylphosphinic acid, was injected subcutaneously into 
cats. Injections of 1 to 7 mg. were given over a period 
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of 2 to 7 months amounting altogether to 103 to 657 mg. 
Fach injection induced cyclic changes in the pancreas. 
There was a rapid extrusion of secretion from the acinar 
cells resulting in distension of the lumen and ducts of the 
gland. In many acinar cells fresh zymogen granules 
were elaborated in association with the Golgi apparatus. 
Often, however, individual cells, acini, or whole lobules 
underwent degeneration after 2 or 3 days. After the 
excretion of the nickel, regenerative processes resulted 
jin a gradual restitution of the pancreas to complete 
functional activity. It is suggested that the rapid reaction 
of the pancreas to nickel injections is an indication of a 
special affinity of this organ for the metal. 
R. J. Ludford 


14. The Acute Toxicity of Ethylene Imine to Small 
Animals 

C. P. CARPENTER, H. F. SMyTH, and C. B. SHAFFER. 
Journal of Industrial Hygiene and Toxicology [J. industr. 
Hyg.] 30, 2-6, Jan., 1948. 1 fig., 7 refs. 


CH 
Ethylene imine ( | wn) is a colourless water- 
CH, 

soluble liquid of ammoniacal odour boiling at 56°C. 
Although it has no large technical applications at 
present, these are likely to be devised. Groups of 6 rats 
or 6 guinea-pigs were exposed to it in a 10-litre chamber, 
through which an air flow of 8 litres a minute was main- 
tained. Extreme respiratory difficulty was evident in 
the animals after 3 hours at a concentration of 25 parts 
per million (p.p.m.) and death occurred after 8 hours at 
50 p.p.m. Prostration developed after exposure for 
3 hours at 250 p.p.m., and after 2 hours at 500 p.p.m., 
death following abruptly. Death was usually delayed, 
half the fatalities occurring after the third day, and 9% 
after the tenth day; guinea-pigs were rather more sensi- 
‘tive than rats. Necrosis of the tubular epithelium of the 
kidney was frequent, the lungs were congested, and the 
liver showed cloudy swelling. The imine vapour does 
not readily penetrate the skin, for clipped guinea-pigs 
survived 14 days without symptoms when their bodies 
were exposed for 4 hours to 4,000 p.p.m. Their heads 
were allowed to protrude into fresh air through rubber 
cuffs. Propylene imine is only one-quarter to one- 
eighth as toxic as ethylene imine, while ethylene diamine 
and triethyl amine are only one-fortieth to one-hundredth 

as toxic. HH. M. Vernon 


75. A Comparison of Acute Toxicities of Ethylene 
Imine and Ammonia to Mice 

S. D. Sr-ver and F. P. McGratu. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 30, 7-9, Jan., 
1948. 1 fig., 4 refs. 


In 1918 some results of exposures of mice to ethylene 
imine were published. The animals were exposed for 
10 minutes; all of them survived exposure to 1 mg. per 
litre, while all of those exposed to 3-5 mg. per litre died. 
In the present investigation groups of 20 mice were 
exposed for 10 minutes in a 629-litre chamber, while 
another series of tests of the effects of ammonia were 


carried out with a 386-litre chamber. Both chambers 
had a constant air flow of 250 litres per minute. Tables 
are given showing the mortality rate at each of nine 
concentrations. The lethal dose of ethylene imine was 
found to be 3-93 mg. per litre (2,236 p.p.m.), and of 
ammonia 7-06 mg. per litre (10,152 p.p.m.). At first the 
imine vapour caused some irritation to the eyes and nose, 
but the mice quickly appeared normal after they were 
removed from the chamber. No mice were dead, even 
at the maximum concentration of 6-1 mg. per litre, but 
deaths began to occur 24 hours after exposure and 
continued sporadically during the 10-day exposure 
period. All deaths were preceded by extreme prostra- 
tion and complete lack of muscular co-ordination. The 
mice exposed to ammonia exhibited great excitement; 
their eyes closed immediately and there was severe 
irritation of the upper respiratory tract. The animals 
soon became quiet, and death with convulsions followed. 
Practically all the deaths occurred during exposure, but 
the surviving mice recovered rapidly after removal from 


_ the chamber. Evidently the physiological action of 


ethylene imine is quite different from that of ammonia. 
H. M. Vernon 


76. Toxicological Studies on Laboratory Animals of 
Certain Alkyldinitrophenols Used in Agriculture 

H. C. SpENcER, V. K. Rowe, E. M. Apams, and D. D. 
IrtisH. Journal of Industrial Hygiene and Toxicology {[J. 
industr. Hyg.) 30, 10-25, Jan., 1948. 1 fig., 11 refs. 


The dinitrophenols are used extensively for the con- 
trol of insects, fungi, and weeds. As regards: (a) 2,4- 
dinitrophenol, many reports on its effects in man and 
animals have been made, but there is little information 
about the toxicity of (6) 4,6-dinitro-o-cresol, (c) 2- 
sec-butyl-4,6-dinitrophenol, (d) 2-cyclohexyl-4,6-dinitro- 
phenol, and (e) the cyclohexyl-4,6-dinitrophenol com- 
pound with dicyclohexylamine. The effect of these | 
substances in 3° solution in ethanol on the skin of 
rabbits was tested by making 20 applications on the ear 
and 20 applications on the shaven abdomen over 4 weeks. 
Not one of the dinitrophenols tested is appreciably 
irritating to the skin. On the other hand, tests with 
rabbits and guinea-pigs showed that some of the com- 
pounds were readily absorbed through the skin in lethal 
amounts; (c) was the most toxic, even 0-5 g. per kilo 
sometimes causing death. Substances (6) and (@) were 
rather less toxic, while (d) and (e) were not absorbed to — 
an appreciable extent. Tests on rats showed that all 
the substances investigated had a fairly high order of 
acute oral toxicity. ‘When administered in a single dose 
by stomach tube the lethal dose of (c) was 0-06 g. per 
kilo; of (6) 0-05 g. per kilo: of (a) 0-10 g. per kilo; of 
(d) 0-18 g. per kilo; and of (e) 0-60 g. per kilo. When 
male rats were fed for 6 months on a Sherman diet 
containing 0:01% of (c), 0-01% of (6), 0-02% of (@), 
0-05% of (d), and 0-05% of (e), no appreciable ill effects 
followed, as shown by growth curves, blood counts, 
blood urea nitrogen, organ weights, and histopathological 
examinations. 

In view of the frequency with which (a) produces 
cataract in man, many attempts had been made on 
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24 PHARMACOLOGY AND THERAPEUTICS 


laboratory animals but without success until Robbins 
found that cataracts formed very quickly in ducklings 
and chicks given a diet containing the sodium salt 
of 2,4-dinitrophenol. The present investigators made 
extensive tests with this and other dinitrophenols on 
5-day-old white Pekin ducklings; within 24 hours all 
the ducklings fed on a diet containing 0-25% of the 
sodium salt of (a) developed bilateral cataracts. Similar 
cataracts were produced in 24 hours by a diet containing 
0:25% of (6). Ducklings on a diet containing 0:25% of 
(c) died within 3 days without developing cataracts, while 
half of those on a diet containing 0-03% died within 
5 days, and 1 in 5 had cataracts. No cataracts were 
observed in ducklings fed on diets containing (d). 

It is evident that (5) and (c), because of their ready 
absorption through the skin, present many problems in 
safe handling. Strict precautions must be observed to 
avoid contact of the skin with their liquid concentrates 
if these are greater than 5%. There is a risk to health in 
the inhalation of dusts or sprays, the risk from (d) and 
(e) being much less serious than from (6) and (c). 

H. M. Vernon 


BLOOD TRANSFUSION 


77. Persistence of the Normal Action of Erythrocytes 
in Conserved Blood. (Sur la persistance de |’activité 
normale des hématies dans le sang conservé) 

G. AusBet. Revue d’Hématologie (Rev. Hémat.] 2, 
334-338, 1947. 10 refs. 


Blood for transfusion was stored in an acid sodium 
citrate diluent at 4°C. The pH of the blood diluent 
mixture varied from 5-8 to 6:2. It was shown that this 
diluent, compared with neutral or alkaline diluents, 
inhibited the release of potassium from the stored red 
cells and the haemoglobin maintained, even up to 22 
months, its oxygen-carrying capacity. As with blood 
stored in other media, some of the potassium in the 
plasma diluent could be made to re-enter the red cells by 
increasing the temperature to 37° C. or by the addition 
of glucose. John F. Loutit 


78. Ultraviolet Irradiation of Human Plasma to Control 
Homologous Serum Jaundice 

A. M. Worr, J. Mason, W. J. Firzpatrick, S. O. 
SCHWARTZ, and S.O. Levinson. Journal of the American 
Medical Association [J. Amer. med. Ass.] 135, 476-477, 


» Oct. 25, 1947. 5 refs. 


The authors report their attempts to prevent the 
occurrence of hepatitis after administration of human 
blood or plasma. In the absence of a satisfactory 
method for recognizing such infected material, an effort 
was made to protect the recipient by irradiation of 
plasma with ultraviolet rays. The authors used the 
method of Oppenheimer and Levinson, which consists 
of exposing thin films of liquid for fractions of a second 
to intense ultraviolet radiation in order to destroy virus. 
Pooled irradiated rabbit plasma was injected into mice, 
guinea-pigs, and rabbits. One sample was irradiated 
for 1 second and another for 24} seconds. No rise in 


temperature or other sign of toxicity was observed, 
Pooled human plasma, irradiated for 4 second, was 
administered to human beings. Intravenous injection of 
250 ml. of this material caused no immediate reactions 
in 21 patients apart from one urticarial rash. The 
authors conclude “ tentatively ’’ that irradiation might 
free plasma or serum from the hazard of transmitting 
hepatitis. 

[The authors do not state whether an icterogenic pool 
was used nor does this paper coritain reports on follow- 
up studies of their 21 cases. Irradiation of plasma did 
not change the material in such a way as to cause 
immediate reactions, but it does not follow that the 
method controls homologous serum jaundice.] 

Kate Maunsell 


INSECTICIDES AND REPELLENTS 


79. Malaria Control of Villages Around Quetta 
(Baluchistan) with D.D.T. 

M. K. Arript and M. L. BuHatia. Indian Journal of 
Malariology [Indian J. Malariol.| 1, 279-287, June, 1947, 
1 fig., 3 refs. 


Villages around Quetta were chosen for experiments on 
the effects of DDT spraying on malaria control because: 
(1) they were situated at fairly long distances from each 
other; (2) the construction and layout of houses was 
fairly uniform; (3) the malaria rate was fairly high and 
constant from year to year; and (4) the malarial season 
was short, from mid-July to mid-September. In 
planning the scheme it was sought to show: (1) whether, 
in a rural population, malaria could be controlled by 
killing adult mosquitoes by spraying with DDT; (2) the 
cost per capita of such spraying; and (3) whether the 
purdah system seriously interfered with such experiments. 
A 2-5% emulsion was sprayed by stirrup pumps fitted 
with a special nozzle emitting a coarse droplet spray at 
the rate of about 25 oz. (700 ml.) a minute and giving a 
dose of 25 to 38 mg. of DDT per square foot (929 cm..), 
walls were less intensively sprayed than doors, windows, 
and other openings. The results were estimated by 
the spleen and parasite rates of children from 2 to 10. 

The spleen rates in the experimental and control 
villages were significantly different before the experi- 
ment, but these differences were much greater after 
spraying, showing that spraying had significantly 
reduced the spleen rates. Average enlargements of 
spleens in the experimental and control villages were not 
significantly different, showing that the spraying had 
prevented an increase in the size of spleens in the experi- 
mental villages. The parasite rates in the sprayed 
villages indicated a mild degree of malarial transmission 
compared with those in the unsprayed villages, which 
showed the normal seasonal high transmission. In one 
group of villages results were not so favourable probably 
because the group was adjacent to an unsprayed uncon- 
trolled village. The population involved in the experi- 
ment was about 20,000; the cost per capita was 2-4 annas. 
No difficulty in entering houses was experienced in spite 
of the purdah system. R. G. Gordon 
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80. Studies on Bone Marrow in vitro. IV. The 
Effect of Roentgen Rays on Explanted Bone Marrow 


00! M. RACHMILEwITzZ, A. Rosin, G. GOLDHABER, and L. 
yw- DOLJANSKI. American Journal of Roentgenology and 
did Radium Therapy [Amer. J. Roentgenol.) 58, 464-477, 
7 Oct., 1947. 5 figs., 53 refs. : 
t 
The authors subjected fragments of the bone marrow 
TI of rabbits 6 to 8 weeks old to irradiation in vitro. Doses 
(at 35 kV) varied from 250 to 5,000 r, and after irradiation 
the fragments were incubated for 2, 4, 8, or 24 hours at 
37° C., after which sections were made. A non-irradiated 
control series was used. 
ota Mitoses were counted. There was at 2 hours a depres- 
sion of mitosis at all doses. After irradiation with 
of 250 to 1,000 r the number of mitoses climbed to a figure 
147 little different from that in the controls in about 8 hours. 
: After doses of 2,500 to 5,000 r there was no such recovery. 
, Abnormal mitotic forms were also noted, and these 
: on included: (1) stickiness of chromosomes; (2) displace- 
Ise: ment of chromosomes; (3) non-disjunction of chromo- 
ach somes; (4) clumping and pyknosis; (5) breaking-up, 
was with scattering of chromosome particles, all over the cell 
and substance. Degenerate cell forms [which the authors 
son refer to as regressive’ or “ retrograde were seen. 
In The haemoglobin-containing erythroblasts and normo- 
her, blasts showed the major changes—degeneration with 
by B- vacuolation of the nuclei. In promyelocytes and 
the myelocytes there was degeneration of cytoplasm as well 
the as of nuclei. All these changes increased proportionately 
nts. with dose. Dosages up to 1,000 r produced little change 
tted in cell pattern but doses of 2,500 to 5,000 r produced 
y at profound aplasia of haemic elements, leaving a picture 
1g a of proliferating stroma and little else. Various abnormal 
n.?), cells were seen, including large eosinophils, multi- 
WS, nucleated granular cells, and also polygonal and spindle- 
by shaped cells with eosinophilic granules. 
0. The authors conclude that the effects of irradiation are 
trol related to the developmental stage of the cell rather than 
Deri- to the type, and that the changes are essentially similar 
after to those described in vivo. They recognize, however, 
ntly @ that indirect action is likely to play a part in the effect of 
of radiation when applied to the living organism. 
not A. M. Rackow 
had 
peri- 81. Effect of Deuteron Irradiation of the Skin. (Zur 
ayed Frage der Strahlenbeeinflussung der Haut durch 
sion Deuteroneneinwirkung) 
hich G. SCHUBERT, W. RIEZLER, and V. DuBRAUSZKY. Strahi- 
one entherapie [Strahlentherapie] 76, 417-424, 1947. 5 figs., 
ably 1 ref. 
con- 
peri- § . A study was made on animals of the effects of deuterons 
nas. @ =!" order to assess their therapeutic value and the danger 
spite § '§volved in their use. The velocity of deuterons was 


accelerated by the use of a cyclotron. The range of 


Radiology 


deuterons with an energy of 4 megavolts is 14-1 cm. at 
normal temperature and pressure compared with 
2:5 cm. for «-particles of the same energy. Deuterons 
have the property in common with other known rays of 
causing ionization in substances through which they pass 
and travel practically in a straight line with a sharply 
defined range. The strength of the deuteron stream used 
was about 0-2 to 0-4 microamperes and the spread in 
air was about 12cm. The tissue penetration was 0-1 to 
0-15 mm. Three durations of irradiation were used: 
4 to 10 seconds, 25 to 30 seconds, and 90 seconds. A 
shaved area of skin in the gluteal region of guinea-pigs 


was used and portions were excised and examined 


histologically both immediately after and 4 weeks after 
irradiation. During irradiation no macroscopic skin 
effects were noted except a light erythema with 90- 
second exposures. No general or blood changes 
occurred. Post-irradiation effects were medium reddening 
and swelling on the second to fourth days, scabbing on 
the fourth to tenth days, then quick healing producing an 
atrophied skin in up to 4 weeks. In occasional cases 
superficial ulceration appeared but it healed relatively 
quickly without treatment. Microscopically there is 
increased pigmentation and blurring of natural 
boundaries, and nuclear chromatin is aggregated in 
lumps. A layer of swollen homogeneous tissue of 
0-06 mm. thickness is produced in the stratum reticulare, 
with loss of all elastic fibres. Deep to this layer fluid- 
filled spaces are present between it and the normal 
tissue. After 4 weeks the surface epithelium is healed 
but shows variations in width and irregularity of the 
papillae. A deeper layer of collagen is present and elastic 
tissue is absent. There are no changes in blood vessels 
and there is no inflammatory reaction. The number of 
hair follicles is only slightly reduced. Deeper layers of 
tissue are normal. It is considered that the homogeneous 
layer is due to denaturation of proteins as a result of 
ionization of the tissues. Accidental skin damage from 
deuterons should therefore have a good tendency to 
healing. Deuterons have therapeutic possibilities, especi- 
ally in certain skin diseases, but much more preliminary 
investigation is necessary. W. J. Czyzewski 


82. The Absorption of Long-Wave X Rays by Organic 
Compounds. (Zur Schwachung langwelliger R6ntgen- 
strahlen durch organische Verbindungen) 

W. Moos. Radiologia Clinica [Radiol. clin., Basel) 17, 
45-48, Jan., 1948. 1 fig., 2 refs. 


In the course of a biophysical investigation the 
striking difference in absorption of soft x rays (A=2°6 A) 
through cellophane ’’ and “ plexiglas was observed. 
The half-value layer of plexiglas is about 2 to 2:25 times 
as great as that of cellophane or celluloid.—{Author’s 
summary.] 
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83. The Differentiation of Patent Ductus Arteriosus 
and Atrial Septal Defect 

A. D. Nicuot and D. D. BRANNAN. American Journal 
of Roentgenology and Radium Therapy [Amer. J. 
Roentgenol.) 58, 697-707, Dec., 1947. 13 figs., 16 refs. 


Since the advent of surgical measures to correct or 
modify various types of congenital lesion of the heart the 
differential diagnosis between patent ductus arteriosus 
and atrial septal defect has become of considerable 
importance. The two conditions present sufficiently 
characteristic radiographic and clinical findings.to enable 
a correct diagnosis to be made in a large proportion of 
cases. The important factors in the differential diagnosis 
between the two conditions are summarized as follows: 


Patent Ductus Arteriosus - Atrial Septal Defect 


1. 
2. 
3. 


Normal physical develop- 
ment. 
No cyanosis. 


Localized pulsation in 
second left interspace. 


. Maximal systolic and dia- 

stolic thrills. 

igh systolic, low dia- 
olic blood pressure. 

electrocardio- 

gram or left axis devia- 
tion. 


. Enlargement of left ven- 
tricle and left auricle. 
Large pulmonary artery, 
large aorta. 


. Slight circulatory in- 
sufficiency. 


. Subacute bacterial endo- 
carditis may occur. 


. Enlargement 


. Subnormal physique. 
. Minimal transient cya- 


nosis. 


3. Localized prominence of 


left anterior chest wall in 
region of second, third, 
and fourth interspaces. 


. Variable thrills. 


. Variable murmurs. 
. Low systolic blood pres- 


sure and weak pulse. 
Right axis deviation of 
electrocardiogram. 
Large P waves. Various 
arrhythmias. 

of right 


auricle and right ven- 
tricle, great dilatation of 


pulmonary artery. Hypo- 
plastic aorta. 


. Congestive cardiac fail- 


preponderantly 
right-sided. 


. Acquired valvular heart 


disease may develop. 


A. Orley 


84. Syndrome of Aberrant Right Subclavian Artery 
with Patent Ductus Arteriosus 

H. P. BREAN and E. B. D. NEUHAUSER. American 
Journal of Roentgenology and Radium Therapy (Amer. J. 
Roentgenol.| 58, 708-716, Dec., 1947. 5 figs., 12 refs. 


Aberrant right subclavian artery is the most common 
congenital anomaly of the aortic arch. In such cases the 
right subclavian artery emerges from the extreme left 
side of the aortic arch, posteriorly and to the left of the 
origin of the left subclavian. The aberrant vessel runs 
obliquely upwards and to the right, usually passing 
behind the oesophagus as it crosses the midline. This 
anomaly is often accompanied by other congenital 
anomalies of the large vessels at the base of the heart. 
Five cases of this syndrome are reported; 3 were accom- 
panied by a patent ductus arteriosus, 1 by a tetralogy of 
Fallot, and 1 by a cardiac anomaly of uncertain nature. 
The radiographic features of anomalous right sub- 
clavian artery and of patent ductus arteriosus are 


reviewed and the value of a barium “ swallow ”’ during 
the radioscopic examination of the heart is stressed. 
A, Orley 


85. Radiological Differentiation between Pericardial} 
Effusion and Cardiac Dilatation 

J. ArenpT. Radiology [Radiology] 50, 44-51, Jan., 
1948. 7 figs., 17 refs. 


The pericardial space in health is fairly lax and has an 
appreciable capacity for accumulating fluid without 
presenting the characteristic diagnostic contours. The 
speed of accumulation of fluid is an important factor; 
when accumulation is rapid, the cardiac contours are 
obliterated and the spherical form with a short pedicle 
is seen. Slow accumulation of fluid gives time for some 
accommodation of the pericardium and then diagnostic 
differentiation from cardiac dilatation may not be easy, 
The author has found Valsalva’s test followed by Pong’s 
test (forced expiration) a useful means of differentiation, 
The dilated heart responds, first by becoming smaller, 
and then by notable increase in size with enlarged 
amplitude of pulsation. In the presence of a pericardial 
effusion there is little or no variation in size or visible 
behaviour. The bifurcation of the trachea may be a. 
further useful index. In cases of dilatation, especially 
when the left auricle is enlarged, the bifurcation angle is 
widened from the normal 75 degrees to over 100 degrees, 
When enlargement of the heart shadow is due to. fluid 
there is only slight widening, if any. A further useful 
point is that, in the latter condition, fluid tends to obscure 
the carina, while in cardiac dilatation the bifurcation is 
usually clearly visible. Pericarditis with effusion may 
displace the barium-filled oesophagus to a dispro- 
portionately slight extent and the curvature is wide and 
smooth. The dilated heart is likely to displace and 
impress the oesophagus more definitely, the impression 
being sharper and of a more localized nature. Kymo- 
graphy may give more precise evidence of the diminution 
in pulsation occasioned by fluid and should provide a 
field for useful further study. A. M. Rackow 


86. Roentgen Demonstration of Calcifications in the 
Interventricular Septum in Cases of Heart Block 

F. WINDHOLZ and C. GRAYSON. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.) 
58, 411-421, Oct., 1947. 10 figs., 27 refs. 


The presence of calcification in the membranous 
septum of the heart, sometimes associated with heart 
block, can be demonstrated radiologically. The authors’ 
views are based on the findings in 61 patients who showed 
radiological evidence of calcification in the mitral or 
aortic rings; of these, 12 had some degree of heart 
block. Anatomically, the mitral ring is completed on 
its medial or aortic aspect by fibres forming the root of 
the aorta which join the left or anterior fibrous trigone 
with the posterior or right fibrous trigone. The latter is 
contiguous with that part of the membranous septum 
which carries the bundle of His. This part of the 
septum is immediately inferior to the posterior and right 
cusps of the aortic valves. Postero-medial extension of 
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calcification of the mitral ring is therefore liable to 
involve the bundle of His. This would appear to be 
more likely when mitral ring calcification becomes 
complete—that is, when there is degeneration in the 
jnter-trigonal fibres. Similarly, caudal extension of 
aortic ring calcification would imply involvement of the 
septum. In the left oblique view the mitral ring is 
projected in its most open form and the posterior limb, 
when calcified, clearly shown. The authors regard as 
evidence of probable septal involvement: (1) caudal 
extension of aortic ring calcification (seen in 2 cases with 
heart block); (2) complete calcification of the mitral 
ring (seen in 8 cases with heart block); (3) incomplete 
calcification of the mitral ring with an aggregation of 
calcium at the medial end of the posterior limb (seen in 
2 cases of heart block). The last type was observed also 
in cases without heart block, and is considered to be a 
less specific sign than the first two. A. M. Rackow 


87. Differential Diagnosis of Retrocardiac Shadows . 


§.S. Nemec. Radiology [Radiology] 50, 174-183, Feb., 


1948. 16 figs., 24 refs. 


The most obscure thoracic lesions are those in the 
retrocardiac space where there is ample room and where 
consequently a lesion may reach considerable size before 
it causes clinical signs of compression. Retrocardiac 
shadows may be produced by lesions of the oesophagus, 
stomach, lungs, spine, paravertebral tissues, and aorta. 
The author describes a diagnostic sign consisting of 
multiple convex lines within the cardiac shadow, indicating 
the presence of the stomach in the retrocardiac region. 
He also describes a simple double-contrast method 
(gas-distension of stomach and barium filling of oeso- 
phagus) for the study of the cardio-oesophageal junction 
and of the relation of the lower third of the oesophagus 
to the stomach. Finally, the author asserts that a 
diagnosis of asymptomatic retrocardiac lesions may be 
made from observation of abnormal retrocardiac shadows 
in routine radiographs of the chest. A. Orley 


88. Angiography of the Thoracic Aorta and Coronary 
Vessels with Direct Injection of an Opaque Solution 
into the Aorta 

J. M. Hoyos and C. Gomez DEL Campo. Radiology 
[Radiology] 50, 211-213, Feb., 1948. 1 fig., 7 refs. 


The authors describe a new method of arteriography 
of the thoracic aorta by direct injection of a 70% solution 
of “ diodrast’’ into the aorta through the second left 
intercostal space under general anaesthesia (only local 
analgesia was used in 1 case). The technique of the 
injection and subsequent radiography are described. 
The radiographs show the thoracic aorta, its main 
branches, the arteries of the neck, and the coronary 
arteries. The authors recommend the method, tried in 
4 cases, for the differential diagnosis between aortic 
aneurysm and mediastinal tumour, for the differentiation 
between aneurysm of the innominate artery and medi- 
astinal tumour, for the study of the blood supply of 
vascular tumours of the neck, for the study of the col- 
lateral circulation in coarctation of the aorta, and for the 


study of congenital anomalies of the aortic arch, The 
procedure is contraindicated in patients with aortic 
[sic] and coronary disease because of the dangers of 
general anaesthesia. Aneurysm of the aortic arch is 
also a contraindication on account of the probable 
damage to the aortic wall by the contrast medium. 

A, Orley 


89. Pulmonary Disease in Workers Exposed to Beryl- 
lium Compounds: Its Roentgen Characteristics 

L. M. Pascucct. Radiology [Radiology] 50, 23-36, 
Jan., 1948. 9 figs., 24 refs. 


The author describes briefly the radiological appear- 
ances and clinical details in 32 patients with pulmonary 
change following exposure to powders containing 
beryllium. This exposure occurs in the making of 
fluorescent tubes and lighting. ~The average period of 
exposure was 18 months, and symptoms arose, on an 
average, 2 years after the subject left the work. ‘ Symp- 
toms generally included shortness of breath, cough, and 
loss of weight, with some rales and loss of resonance as 
the chief clinical signs. Lymph nodes were not generally 
enlarged. There was polycythaemia. A follow-up 
study revealed that 30% of the subjects had died, 30% 
were slightly worse or not improved, and 40% had 
improved. It is as yet too early for final assessment. 
Radiologically the changes are confined to the chest. 
The lungs show either: (1) a bilateral diffuse granu- 
larity, mainly in the middle zones, which has a fine sand 
paper texture, or (2) coarse nodular infiltration diffusely 
scattered through the lung fields, the lesions measuring 
up to 4 to 5 mm. in size. The first type of lesion is apt 
to become confluent; it then points to the more serious 
prognosis. The hilar lymph nodes tend to enlarge. 
The clinical and radiological picture may show remission. 
In this respect the radiological findings differ from those 
in pneumoconiosis, with which they otherwise may have 
much in common, and resemble those in sarcoidosis. 
Other differential diagnoses include chemical pneumonitis, 
tuberculosis, tuberculo-silicosis, erythema nodosum, 


~ bronchomycosis, and cardiovascular disease. 


A. M. Rackow 


90. Clinical Radiology of Pyopneumothorax. (Notes 
de radiologie clinique sur les pyopneumothorax partiels) 
C. Matret, M. Tristant, and A. BarBe. Annales de 
Médecine {Ann. Méd.} 48, 391-412, 1947. 29 figs. 


: Out of 153 cases of intrathoracic suppuration 34 proved 
to be cases of pyopneumothorax, and of these 19 were 
cases of partial pyopneumothorax, sometimes compli- 


cating and often simulating a pulmonary abscess. The 
authors distinguish several types of partial pyopneu- 
mothorax—namely, posterior upper and lower, apical 
(easily mistaken for certain types of expanding abscess 
of the apex), and peripheral which may be either axillary 
or paramediastinal. They stress the importance of both 
straight and contrast-media radiographs. Broncho- 
graphy with iodized oils may demonstrate the stump of 
the collapsed lobe. It may help to de-limit the par- 
enchyma surrounding the pyopneumothorax and indicate 
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the presence and location of pleuro-pulmonary com- 
munication. When the iodized oil is injected into the 
pleural cavity it may show the bottom of the pouch with 
the patient in the erect position, while radiographs taken 
in the lateral, prone, and supine positions may further 
help to define the contours of the pouch. 

The authors recommend endopleural and general 
penicillin therapy, while for the apical pyopneumothorax, 
in which intrathoracic penicillin therapy may be difficult 
to apply, they recommend precise endobronchial applica- 
tions of penicillin. 

[This is an informative and well illustrated paper.] 

A. Orley 


91. Radiographic Anatomy of the Normal Thymus as 
shown by Pneumomediastinum. (Saggio di anatomia 
radiografica del timo normale col pneumomediastino) 

G. GIANNARDI. Radiologia Medica {Radiolog. med., 
Torino] 34, 27-41, Jan., 1948. 7 figs., 21 refs. 


This work, which comes from the Institute of Radiology 
of the University of Florence, is based on an anatomical 
and radiological study of the thymus in 11 corpses. The 
thymus is invisible radiographically in normal subjects. 
Lateral views of the thorax in the cadaver, after injection 
of air into the anterior mediastinum, showed an opaque 
band, which was caused either by the thymus or by 
retrosternal fat. It proved impossible to diagnose the 
condition of the thymus from the radiographic appear- 
ances. A. Orley 


92. Bronchography in Asthmatic Patients with the Aid 
of Adrenalin 

B.S. Epstein, J. SHERMAN, and E.E.Wazer. Radiology 
[Radiology] 50, 96-97, Jan., 1948. 5 refs. 


Attempts at bronchography in each of 16 asthmatic 
patients resulted, on account of bronchial spasm and 
coughing, in inadequate filling or unsatisfactory films. 
The subcutaneous injection of 0-5 to 1 ml. of 1 in 1,000 
adrenaline solution just as the oil was being run into the 
trachea produced striking relief of the spasm, and on 
fluoroscopic control the terminal bronchi were seen to 
fill readily. Successful bronchograms were obtained in 
15 of the patients by this method. A. M. Rackow 


93. Roentgen Findings in Primary Duodenal and 
_ Paraduodenal Malignant Lesions 

J. R. Kune and G. J. Cutver. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.] 
58, 425-438, Oct., 1947. 6 figs., 36 refs. 


The clinical and radiographic features of carcinoma 
involving the duodenum are discussed, and 4 cases are de- 
scribed. The symptoms vary with the site of the lesion, 
but the major factor is the involvement or freedom 
of the ampulla of Vater; 65% of duodenal growths are 
said to be peri-ampullary. Blocking of the ampulla may 
cause jaundice and clay-coloured stools at an early stage. 
Carcinomata above and below the ampulla tend to be of 
the stenosing scirrhous type while ampullary growths are 
usually adenocarcinomata. Symptoms include upper 


abdominal pain—not necessarily related to meals—loss 
of weight, and later, vomiting. Bleeding may be an early 
feature with melaena and anaemia. Early radiological 
diagnosis depends upon close scrutiny of the mucosal 
pattern in the descending duodenum. By the time a 
major filling defect of the duodenum has appeared the 
growth is likely to be too far advanced for effective 
surgery. Aberrant pancreatic tissue may simulate 
growth and differentiation before laparotomy may not 
be possible. There is a common association of gall- 
stones with carcinoma of the ampulla of Vater. 

Of the authors’ cases 1 was supra-ampullary and 2 
were ampullary; the fourth case proved to be one of 
primary carcinoma of the pancreas with duodenal 
involvement. A. M. Rackow 


94. Visualization of the Rokitansky-Aschoff Sinuses of 
the Gallbladder During Cholecystography 

H. C. Marcu. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.| 59, 197-203, 
Feb., 1948. 10 figs., 6 refs. 


Cholecystograms are reproduced which demonstrate 
a stricture in the middle of the gall-bladder, dividing it 
into two pouches. Possibly as a result of increased 
tension in the lower pouch, the Rokitansky—Aschoff 
sinuses (due to herniation of mucosal pouches through 
the muscularis) are well outlined with dye. A search 
of the literature revealed no record of previous demon- 
stration or recognition of these sinuses. Cholecystectomy 
was carried out and photomicrographs of gall-bladder 
tissue are reproduced. Denys Jennings 


95. The Diaphragm. A Roentgen Study in Three 
Dimensions 

S. Brown and A. FINE. 
157-166, Feb., 1948. 


Radiology [Radiology] 50, 
11 figs., 1 ref. 


Postero-anterior and lateral projections are indis- 
pensable for the radiographic study of the diaphragm. 
The two projections allow a satisfactory demonstration 
of the complete topography of the diaphragm. They 
make possible, with or without.a barium meal, the 
recognition of herniation through any part of the 
diaphragm and its exact location. They allow the 
differentiation of lesions originating above and below 
the diaphragm and the demonstration of lesions not 
usually shown in the postero-anterior projection alone. 
Further, they may demonstrate an elevation of the whole 
or of part of the diaphragm, sometimes observed in 
intra-abdominal tumours, and finally they make possible 
the radiographic diagnosis of subphrenic abscess. This 
is shown by an elevation of the diaphragm and oblitera- 
tion of the posterior costo-phrenic recess, with the 
appearance of a flattened diaphragm, the so-called 
** plateau sign ’’ of subphrenic abscess. A. Orley 


96. Atomic and Molecular Physics of Living Cells and 
Irradiation Therapy. (Die Atom- und Molekularphysik 
der lebenden Zellen und die Strahlentherapie) 

R. Unutrz. Klinische Medizin (Klin. Med., Wien] 2, 
993-1007, Nov. 1, 1947. 


=_ 


97. Photo-electric Counting of Individual Microscopic 
Plant and Animal Cells 

C. LAGERCRANTZ. Nature [Nature, Lond.] 161, 25-26, 
Jan. 3, 1948. 2 figs. 


An optical system is described for counting red cells 
and yeast cells. The cells must be uniformly distributed 
and the cell suspension quite free from contamination 
by foreign particles. The results can be recorded by the 
electronic system. G. M. Findlay 


7 


98. Physio-chemical Aspects of Chemical 
W. ANDERSON. Nature [Nature, Lond.| 160, 892-895, 
Dec. 27, 1947. 22 refs. ‘ 


Many carcinogenic substances have no functional 
groups in their molecules, and metabolites of many 
carcinogens are derivatives containing hydroxyl groups, 
while hydroxylation decreases the carcinogenicity of the 
parent substances. It is therefore suggested that 
chemical carcinogenesis might originate in a chemi- 
luminescence accompanying hydroxylation in vivo. 

Momentary chemiluminescence has been found to 
accompany oxidation with chlorine or bromine water of 
naphthacene, 1,2,5,6-dibenzanthracene, 9,10-dimethyl- 
1,2-benzanthracene, 20-methylcholanthrene, and 3,4- 
benzpyrene, or to result from addition of an aqueous 
solution of sodium hypochlorite to alcoholic solutions 
of these hydrocarbons. With the Milas reagents 
chemiluminescence was observed with naphthalene, 
anthracene, phenanthrene, naphthacene, chrysene, 3,4- 
benzpyrene, 9,10-dimethyl-1,2-benzanthracene, and 20- 
methylcholanthrene. A solution of a hydrocarbon was 
prepared by dissolving it in (6%) hydrogen peroxide and 
tertiary butyl alcohol, warming and filtering, and adding 
0-5 ml. of 0-5% solution of osmium tetroxide in tertiary 
butyl alcohol to 5 ml. of the prepared hydrocarbon 
solution. This reaction was carried out in a dark room 
and the radiation studied by an observer already dark- 
adapted. Under these conditions chemiluminescence 
was also observed with 2-amino- and 2-acetylamino- 
fluorene, butter yellow, the N-monomethyl compound 
and the free base, p’-methyl-N,N-dimethyl-p-amino- 
azobenzene, p-dimethylaminostilbene, “ styryl 430°’, 
3,4,5,6-dibenzcarbazole and its N-methyl and N-ethyl 
derivatives. Upon the basis of these experiments a 
theory of the mode of action of chemical carcinogens has 
been evolved. Molecules of carcinogen passing into the 
cell framework come into contact with a hydroxylating 
system, and some carcinogen molecules are hydroxylated. 
The radiation emitted is absorbed by other molecules of 
the cell structure. The electronic transitions produced in 
these molecules momentarily weaken certain chemical 
bonds or make them more reactive. The effects of these 
processes may be greater in dividing cells. Hydroxy- 
metabolites of carcinogens have hydroxyl groups in 
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positions which are not the most chemically reactive ones. 
This suggests that the latter are blocked in vivo, probably 
by adsorption of the carcinogen molecules through these 
regions to some cellular component. A high concentra- 
tion of electrons about a specific region (K-region) in a 
hydrocarbon molecule would give this region greater 
reactivity. Hydrocarbon molecules are therefore at- 
tached to an enzyme system by means of their K-regions. 
A compound will be carcinogenic if enough radiant 
energy of certain wavelengths is liberated during its 
metabolism. . Differences in cell structure will modify 
the rate of metabolism of a carcinogen and therefore 
affect its potency. A. K. Powell 


99. Gingival Biopsy for the Diagnosis of Generalized 
, Amyloidosis 

I. J. Se:rkorr and E. H. Rosirzex. American Journal of 

Pathology {Amer. J. Path.] 23, 1099-1111, Nov., 1947. 

26 refs. 


Gum biopsy revealed the presence of amyloid in 14 
out of 18 cases of proved amyloidosis, and in 5 out of 
8 cases in which the condition was suspected but not 
proved. It appears that the test is simpler and less 
dangerous than visceral biopsy, and is helpful in the 25% 
of cases in which the congo-red test is negative. Owing 
to the irregularity in the distribution of amyloid, a 
negative biopsy does not exclude the diagnosis. Miulti- 
ple sections, and sometimes a repetition of the biopsy, 
are advised. D. M. Pryce 


100. The Action of Pteroylglutamic Conjugates on Man 
S. Farser, E. C. Cuter, J. W. HAwkins, J. H. HARRI- 
SON, E. C. Peirce, and G. G. LENZ. Science [Science] 
106, 619-621, Dec. 19, 1947. 8 refs. 


Leuchtenberger et al. reported that a “folic acid 
concentrate’’ and a fermentation Lactobacillus casei 
factor inhibited the growth of transplantable sarcoma and 
of spontaneous breast cancer in the mouse. The present 
authors have tested clinically the synthetic pteroyl- 
triglutamic acid or teropterin which is identical with the 
naturally occurring fermentation L. casei factor, 90 
patients with many types of malignant disease being 
treated with teropterin and with the diglutamic acid 
(diopterin). Some patients showed amelioration of 
symptoms. 

“This preliminary report of the action of pteroyl- 
triglutamic acid and pteroyldiglutamic acid on man” 
reveals that these substances, as employed in these 
studies, are non-toxic and may be given either intra- 
‘venously or intramuscularly. The absence of evidence 
of toxicity, as shown by clinical, laboratory, and post- 
mortem studies, and the ease of administration indicate 
that these substances are suitable for clinical use. No 
evidence has been presented in this report to suggest 
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that these substances should be employed in the routine 
therapy of patients with cancer. Enough has been 
learned from these studies, however, to indicate that 
further investigation of the action of these and related 
compounds would be of interest.” I. Hieger 


101. Granuloma, a Characteristic “ Qualitative ’’ Change 
in Focal Anaphylactic Infiammation 

J. W. Gopparp. American Journal of Pathology {Amer. 
J. Path.) 23, 943-965, Nov., 1947. 13 figs., 12 refs. 


That anaphylaxis is simply a quantitative variant of 
inflammation is unlikely, because the former differs from 
the latter in its specificity, in depending on sensitization, 
in having a latent period, and in being essentially a 
cellular rather than a humoral activity. Smooth-muscle 
cells and reticulo-endothelial cells are probably concerned 
in anaphylaxis. The former cannot be involved in 
Arthus’s phenomenon, the latter are ubiquitous. That 
histiocytes and related cells are probably involved is 
suggested by the inhibition of anaphylaxis by indian-ink 
blockade, by the observed behaviour of capillaries, and 
by the observed activity of monocytes in serum-sickness. 
Experiments to investigate the role of the histiocytes were 
conducted by sensitizing guinea-pigs with egg-white, 
either intraperitoneally or subcutaneously. Identically 
sensitized control animals were given non-specific antigen 
in place of shock antigen. Reacting tissues were 
examined microscopically after fixation and embedding. 
Animals receiving shock antigen showed (among other 
phenomena): monocytic aggregations, endothelial and 
perithelial hyperplasia and metamorphosis in capillaries, 
granulomata, and eosinophilia. Control animals lacked 
these phenomena. There was no correlation between 
dose of antigen and degree of response. Granulomata 
followed the injection of antigen and the topical applica- 
tion of dried antigen. Their formation was not prevented 
by non-specific antigen intercalated between sensitizing 
and shock antigens; it was not induced by, but might be 
speeded up by, various non-specific antigens administered 
at intervals of latent-period length but never repeated; 
it was induced by repeated doses, administered at intervals 
of latent-period length, of non-specific antigen (which by 
that procedure became shock antigen). The morphology 
of the granulomata is described, together with the histo- 
genesis, evolution, and involution. They are mostly 
pericapillary, sometimes périneural, sometimes peri- 
adipose or intra-adipose. They are formed mainly by 
hyperplasia and metamorphosis of endothelial and 
The granulomata do not resemble 


Aschoff bodies. R. R. Wilson 
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102. Deposition of Liver Glycogen in Normal Mice and 
in Mice Bearing Sarcoma 180 
N. F. C. L. Kenscer, L. Sexi, and F. Hom- 
BURGER. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 66, 
322-323, Nov., 1947. 4 refs. 


Patients with gastric cancer show an impairment of 
glycogen deposition in the liver after oral administration 


of glucose; tumour-bearing mice were investigated on 
similar lines. Young adult CFW males weighing 16 to 
26 g. were used. Half received implants of sarcoma 180 
in the axillary region 7 to 14 days before experiment, 
Each group was divided into two, half being used as 
controls for fasting liver glycogen level and half for 
experiment. All mice fasted for 16 hours; controls 
were then killed and the others received 0-25 mg. of 
40% glucose in water intraperitoneally. The latter were 
killed 2 hours later. Immediately after death, livers 


were removed, weighed, and dropped into 30% KOH, 
Liver glycogen was estimated by the Good, Kramer, and 
Somogyi modification (J. biol. Chem., 1933, 100, 485) 
of Pfliiger’s method. In the tumour-bearing mice there 
was reduced ability to store liver glycogen. This was 
not related to the size of the tumour mass. 


G. Calcutt - 


103. The Physical Principles and Techniques of Auto- 
radiographs 

G. A. Boyp. Journal of the Biological Photographic 
Association [J. biol. photogr. Ass.] 16, 65-77, Dec., 1947, 
9 figs., 8 refs. 


It is important to know the actual distribution in the 
tissues of radioactive elements, some of which, such as 
plutonium, uranium, and polonium, give rise to alpha 
particles, and are of interest in relation to atomic war- 
fare. The beta-emitting elements are those which enter 
into the natural metabolic processes of the body. 
Alpha particles can be seen on photographic plates as 
rows of grains: beta particles appear as scattered grains. 
To obtain evidence of the relation of these particles to 
tissue cells a photographic plate is used as the micro- 
scope slide, the tissue being placed directly on the 
emulsion in the dark room. Exposure takes place in a 
light-tight box. The plate is then developed without 
removing the tissue. After development the tissue itself 
is stained, again without removing it from the emulsion. 
This method gives perfect registry and the origin of an 
alpha particle track at the surface of the emulsion where 
it comes in contact with the tissue can be located. The 
gelatin, however, is stained as well as the tissue section. 
Evans (Proc. Soc. exp. Biol. N.Y., 1947, 64, 313 and 
Radiology, 1947, 49, 206) has used a de-staining method. 
It is preferable to use an unstained section and the 
phase-contrast microscope as this eliminates the need for 
staining the sections. Sections should be from tissues 
embedded in paraffin and should be cut at 7 uz thicknesses, 
and after being brought down to water they are mounted 
on the photographic plate. For beta particles the grain 
size of the plate is of great importance: for mdst purposes 
the choice lies between the grain sizes of the IV and I 
spectrographic plate. Emulsion proton plates with an 
emulsion of only 5 y thickness give good results, the 
tissue being mounted on the plate, as in the case of the 
“ alphagraph’’. The phase-contrast technique is again 
used. 


[This important paper should be studied by all those 
interested, because it contains a full bibliography and 
details of the techniques as elaborated by other workers.] 

G. M. Findlay 


= 
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104. The Action of the Endotoxin of Trypanosoma 
cruzi (KR) on Malignant Mouse Tumors 

Ww. M. MauisorF. Science [Science] 106, 591-594, Dec. 
12, 1947. 2 figs., 2 refs. 


Trypanosomes (T. cruzi) are lysed with pyrogen-free 
distilled water; one KR unit is the lysed product of 
10° organisms per millilitre. “‘ Careful technique is 
required in the procedure, because 7. cruzi is very 
sensitive to temperature, nutrient base, and other 
variables. Lysis is easily produced, and any inadvertent 


’ departure from set conditions might result in a high 


mortality of the organisms before the proper separations 
can be made. In addition, a variation in strain might 
lead to entirely inactive extracts.” Mice bearing well- 
grown transplantable sarcoma and others bearing spon- 
taneous mammary carcinoma were given daily injections 
of 1KR. “ In series A (carcinoma) decreases in tumour 
size were noted in all cases. Compiete regression was 
noted in 25 to 83% of the cases, depending on the KR 
preparation used and the number of injections made. 
In spite of the exploratory nature of the experiments, 
complete regressions were noted in 55% of the cases, 
and regressions of more than 50% in over 90% of the 
cases. Fifteen per cent. of the animals were kept alive 
and have shown no return of the tumours grossly in the 
course of 1 to 2 months. 

“ At the present writing 40 sarcomas in 180 mice are 
undergoing treatment and are healing. Only one group 
is reported in Table 2, showing complete regression in 
9 out of 11 and 1 failure. In 15 controls, untreated by 
KR, 2 animals showed signs of regression which was 
sufficiently slow to weed them out from the experiment 
proper and testing with KR. When regressions occur 
with KR, the effect is, on the contrary, rapid and clearly 
connected with the injections. The one complete failure 
defies explanation at present because of the autolysis of 
the organs found some time after death. It must be 
remembered that we have screened animals for test with 
active KR when they were as near death as possible. 
Aset of 14 healthy animals were tested with KR, receiving 
four times the therapeutic dose in a series of eleven 
injections, and sacrificed. All organs were found normal 
on autopsy and histological examination.” 

I. Hieger 


105. Spleen Extract and Tumour Growth 
G. F. Watson, I. C. Ditver, and N. V. Lupwick. 
Science [Science] 106, 348, Oct. 10, 1947. 5 refs. 


That the spleen is highly resistant to tumours is shown 
by its resistance to primary tumour formation, to meta- 
Stasis, and to experimental production of cancer. 
Aqueous extracts of calf spleen have been used clinically 
with benefit. The same extract was injected into mice 
bearing transplanted sarcoma 37 and methylcholanthrene- 
induced primary sarcoma. Three concentrations of 
extract, varying in content of solids, were employed. 
The concentrated extract was too toxic for use, the diluted 
extract stimulated growth, while the intermediate extract 
caused almost complete degeneration of tumour cells 
microscopically. U. Hieger 
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106. The Effect of a Sporosarcina ureae Preparation | 


on Tumor Cells in vitro 

A. L. Couen, H. Borsoox, and J. W. DuBNorr. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 66, 440-444, 
Nov., 1947. 8 refs. 


Slices of tumour and of liver from Webster strain mice 
with mammary carcinomata and from rabbits with 
Brown Pearce carcinomata were incubated together at 
37° C. for 24 hours. Heterologous serum was normally 
used as the medium, bacterial suspensions being added 
to this in amounts varying with the likelihood of their 
growing under. the test conditions. The liver slices 
served as controls. Specimens were fixed before and 
after each experiment, sectioned, and examined after 
staining with haematoxylin and eosin. 

It was found that Pseudomonas caryocyanea, Ps. 
putida, Ps. sp., Serratia marcescens, Bacterium coli 
communis, Bact. aurescens, Shigella sonnei, and Sarcina 
sp. damaged both liver and tumours. Damage varied 
between slight eosinophilia and paling of nuclei to com- 
plete disintegration. The list of micro-organisms with 
no perceptible effect on liver or tumour included Ps, 
pyocyanea, Bact. coli (two strains), Bact. coli communior, 
Aerobacter aerogenes, Alcaligenes faecalis, Salmonella 
pullorum, Proteus vulgaris, Staph. citreus, Strep. anhae- 
molyticus, Strep. sp., Micrococcus ureae, Sarcina sp., 
Bacillus brevis, Mycobacterium phlei, Penicillium notatum, 
Trypanosoma brasiliensis, T. lewisi, and Schizotrypa- 
nosoma cruzi. 

A specific carcinoclastic effect was shown by an 
unidentified bacterium, Spirillum virginianum, Phaeo- 
monas varians, Urobacillus pasteurianum, and Sporo- 
sarcina ureae, the most pronounced differential effect being 
shown by the last. After incubation with Sporosarcina 
ureae the carcinoma cells had pyknotic nuclei and 
shrunken cell membranes and there was obliteration of 
the typical acinar structure. Liver slices appeared 
undamaged. Further tests showed this to be a specific 
effect and not due to the ammonia given off by the cultures 
ortothepH. Trials with Sporosarcina ureae grown under 
various conditions indicated a maximum effect in old 
cultures, whether washed or whole. The medium itself 


» Was inactive. Similar results were achieved with the 


mouse carcinoma and the Brown Pearce rabbit carcinoma. 
The authors concluded that Sporosarcina ureae 
cultures contain a selective carcinoclastic factor which is 
within the cells and is released on autolysis. 
G. Calcutt 


107. Effect of Stilboestrol on Mouse Tumours 
R. J. Luprorp and L. DMocuowski. Lancet [Lancet] 2, 
718-720, Nov. 15, 1947. 2 figs., 8 refs. 


The action of stilboestrol was tested on 10 trans- 
plantable tumours growing in mice of four inbred strains 
(C57, Strong A, R3, and C3H). The tumours com- 
prised five mammary carcinomata—a carcino-sarcoma 
and two sarcomata which originated from mammary 
carcinomata during transplantation, a lung carcinoma, 
and a squamous carcinoma. Pellets containing 1-5 to 
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6 mg. of stilboestrol were implanted subcutaneously 
either at the time of transplantation or 7 to 14 days later, 
when the tumour graft had obviously begun to grow. 
With the smaller doses a second pellet was implanted 
10 to 14 days after the first. The tolerated dose of 
stilboestrol differed with the strain of mouse. 

Doses of stilboestrol which did not impair the health 
of the mice had no appreciable effect on the rate of growth 
of the tumours. Growth was inhibited only when a 
- general toxic action of stilboestrol was evidenced by 
considerable loss of body weight, and the tumours 
resumed growth at the normal rate when animals re- 
covered from the toxic effects. No specific degenerative 
changes were found histologically. Few mitoses were 
found and an unusually high proportion of them were 
in metaphase, suggesting some delay in anaphase separa- 
tion of the chromosomes, but there was no indication of 
a specific mitotic poisoning of the type induced by 
colchicine. A water-soluble phosphate derivative of 
stilboestrol was added in various concentrations to tissue 
cultures of embryonic tissue and of a transplantable 
mouse tumour (mammary carcinoma 63). Again there 
was no indication of a specific action of stilboestrol on 
cancer cells or of mitotic poisoning of the colchicine 
type. L. Foulds 


108. On the Influence of Androgen and Estrogen 
Administration on Chemically Induced Albino Rat 
Sarcoma. [In English] 
K. SerALA. Annales Medicinae Experimentalis et 
Biologiae Fenniae [Ann. Med. exp. Biol. fenn.] 25, 5-23, 
1947. 7 figs., 23 refs. 


This is an experimental study of the effect of androgen 
and oestrogen upon the growth of a transplantable, 
malignant, benzpyrene-induced sarcoma in the rat. 

Sixty-seven sexually mature male albino rats, 100 to 
120 days old and weighing 175 to 225 g. were used. The 
dose of testosterone propionate was 5 mg. in oily solution 
a day; that of stilboestrol propionate was 0-75 mg. 


daily. Both hormones were given subcutaneously every 
day for a fortnight. The test tumour was a benzpyrene- 
induced sarcoma, grafted intraperitoneally and allowed 
to grow for 13 days before treatment was instituted. 


As the grafted tumours metastasized widely in the. 


peritoneum, the animals were weighed every second day 
to determine the increase in weight of the tumour. The 
groups of rats for comparison were as follows: (1) 
control: untreated 17, androgen-treated 8, oestrogen- 
treated 8; (2) grafted: untreated 14, androgen-treated 
10, oestrogen-treated 10. 

The interpretation of the results was complicated by 
the fact that the weight of the untreated control rats 
increased by approximately 10% in the first 14 days of the 
experiment and by a further 10% in the second fortnight. 
The weight of the non-grafted rats treated by androgen 
in the first fortnight remained stationary throughout the 
experimental period, but that of the oestrogen-treated 
rats decreased by approximately 10%. As the grafted 
rats were not treated until the fourteenth day of the 
experiment, the expected 10% increase in body weight 
took place during the waiting period. Untreated grafted 


rats then increased their weight by approximately 20% 
in the second half of the experiment, and androgen-treated 
rats by 5%; in oestrogen-treated animals the weight 
remained almost stationary. Elaborate calculations are 
used to show that testosterone decreased not only the 
weight of the animal but also the weight of the tumour 
itself, whereas stilboestrol was much less efficient in this 
respect. [Considering the small numbers of animals 
used, it seems doubtful whether this latter conclusion js 
justifiable. The author criticizes the use of sub. 
cutaneously grafted tumours, which can be weighed at the 
end of the experiment, on the ground that such tumours 
are not malignant in the proper sense of the word. But 
the use of intraperitoneal grafts must also be criticized 
on the ground that the weight of the animals is fluctuating 
because of causes other than the growth of the tumour, 
The presence of ascites in the tumour-bearing animals, a 
factor not considered by the author, is also a complicating 
factor.] G. M. Bonser 


109. Effect of Histolyticus Infection and Toxin on 
Transplantable Mouse Tumors 

R. C. PARKER, H. C. PLummer, C. O. SIEBENMANN, and 
M. G. CHAPMAN. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y, 
66, 461-467, Nov., 1947. 1 fig., 12 refs. 


It had previously been found that in experimental 
infection of mice with Clostridium welchii and Cl. 
histolyticum the administration of the specific anti- 
toxin counteracts the toxaemia without preventing 
the early development of large local lesions. An attempt 
was made to destroy tumour tissue by infection with 
Cl. histolyticum spores, the toxaemia being controlled by 
the systemic administration of antitoxin and the infection 
being finally controlled with penicillin. Destruction 
of tumour tissue was also attempted by repeated local 
injections of toxin. The effect of the toxin was tested 
on sarcoma, carcinoma, and normal tissues cultivated 
in vitro. 

Of 18 C57 mice inoculated with a rapidly growing 
fibrosarcoma, 15 received into the tumour after 8 days 
one injection of 0-1 ml. of a Cl. histolyticum spore 
suspension in 5% calcium chloride—S received antitoxin 
and 5 penicillin, and 5 were untreated. Treatment was 
started 24 hours after infection by 12-5 units daily for 
7 days of Lederle’s polyvalent gas-gangrene antitoxin 
or by 250 units of penicillin twice daily for 2 days and 
then four times daily for 5 days. Fifteen control mice 
were infected with spore suspensions—S5 receiving anti- 
toxin and 5 penicillin, and 5 remaining untreated. This, 
and a later experiment with larger numbers, indicated 
that infection with control of the toxaemia by antitoxin 
prolonged the life of the animals beyond that of non- 
infected tumour-bearing controls. In a similar experi- 
ment involving 33 first-generation C57/C3H mice 
inoculated with an adenocarcinoma there were few signs 
of tumour regression after injection of spore material. 

Tests were carried out with C/. histolyticum toxin in 
doses varying from 1-5 to 3 mg. on both types of mouse. 
Systemic injections were without effect, but injection into 
or near the tumour mass caused temporary regression. 
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Effective doses approximated to the lethal doses. Tissue 
cultures of the fibrosarcoma, adenocarcinoma, and 
normal mouse kidney indicated that with effective doses 
of toxin the sarcoma was more sensitive than the carci- 
noma. Normal epithelium was more resistant than 
stroma cells or fibroblasts. G. Calcutt 


110. Arginase and Catalase Activity in Livers of 
Patients having Benign and Malignant Gastric Lesions 

N. F. YounG, V. Cotter, and F. HomMBurGeER. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 66, 323-326, 
Nov., 1947. 5 refs. 


Liver biopsy was carried out before operation on 16 
patients with gastric cancer and 11 with benign gastric 
lesions who were unselected as regards age, sex, or 
nutritional state. Specimens were frozen and stored 
at —40° C. until analysis. The weighed frozen tissue 
was ground in 6 volumes of ice-cold 0-4 N potassium 
chloride solution containing 0-3 N NaHCO,; 1 ml. of 
this, diluted to 100 ml. with distilled water, was used 
immediately for estimation of catalase activity, while 
the remainder was incubated at 5° C. for 18 hours before 
measurement of arginase activity. Catalase activity was 
estimated as the amount of 0-9 M hydrogen peroxide 
decomposed in 20 seconds. The reaction was stopped 
by adding 10 N H,SO, and the remaining peroxide 
estimated by titration with 0-04 N KMnQ,, the value 
being subtracted from a blank titration. Arginase 
activity was estimated by the method of Greenstein et 
al, (J. nat. Cancer Inst., 1940, 1, 687). No significant 
differences existed between the two groups as regards 
either catalase or arginase. This finding is contrasted 
with Greenstein’s finding of depressed liver catalase and 
arginase activity in tumour-bearing rats and mice. 

G. Calcutt 


111. Pulmonary-tumour Induction by Transplacental 
Exposure to Urethane 

C. D. Larsen. Journal of the National Cancer institute 
[J. nat. Cancer Inst.] 8, 63-70, Oct., 1947. 14 refs. 


Experiments were designed to show that, under certain 
conditions, urethane (ethyl carbamate) induces a 
carcinogenic process in foetal lung tissue. As strain-A 
adult mice had previously been shown to be more 
susceptible to lung tumours induced by urethane than any 
other strain, pregnant strain-A mice were chosen for 
intraperitoneal injection of 25 mg. of urethane late in 
term. At 6 months of age, the lungs of 51 surviving 
offspring were examined for pulmonary tumours. Forty 
mice had 1 to 19 lung tumours each, the highest incidence 
(100%) occurring in offspring born within 24 hours of 
the injection. There was an inverse ratio between the 
number of tumours and the injection—parturition interval. 


The experiments were then extended, so that two or three 


injections were given at different arbitrary dates in the 
pregnancy. Some of the pregnancies were not com- 
pleted, but where the offspring survived the highest 
incidence of tumours was found in those derived from 
mothers receiving the chemical during the last 24 hours 
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of pregnancy. In addition, one group of pregnant mice 
received intravenous urethane (25 mg.). The incidence 
of lung tumours in the offspring of these mice was closely 
related to that in the other groups. Examination of the 
mothers’ lungs at the same time as those of the offspring 
revealed lung tumours, varying from 1 to 48 in number, 
in all the mice... ; 

The reasons for the greater susceptibility of foetal 
pulmonary tissue to urethane during the final days of 
embryonic life is discussed. Increased permeability of 
the placenta leading to a higher level of urethane in the 
foetal circulation together with a higher oestrogen level, 
maternally derived, are not thought to be likely causes. 
Prenatal respiratory movements, possibly associated with 
aspiration of amniotic fluid, might increase the effective 
dose of urethane in the foetal lung. No conclusion is 
reached. G. M. Bonser 


112. Vascular Reactions of Normal and Malignant 
Tissues in vivo. II. The Vascular Reaction of Normal 
and Neoplastic Tissues of Mice to a _ Bacterial 
Polysaccharide from Serratia marcescens (Bacillus 
prodigiosus) Culture Filtrates 

G. H. Atotre, F. Y. LeGALiatis, and H. D. Park. 
Journal of the National Cancer Institute [J. nat. Cancer 
Inst.] 8, 53-62, Oct., 1947. 8 figs., 21 refs. 


This is a study of the mechanism of action of a haemor- 
rhage-producing polysaccharide from Bacillus prodigiosus 
which, after intraperitoneal injection in mice, causes 
necrosis of transplanted tumours. Intraperitoneal in- 
jections of 0-02 and 0-2 mg. of the polysaccharide were 
made into mice carrying transparent chambers of the 
type devised by Algire. Tumour tissues were transplanted 
into the chambers at the time of insertion. Quantitative 
measurements were made of the amount of vascular 
tissue before and at frequent intervals after the injections. 
The vascular components of the subcutaneous tissues and 
the capillaries of the striated muscle (panniculus carnosus) 
beneath the mica coverslip were measured separately. 

The polysaccharide caused slowing of the venous and 
arterial circulation within 1 to 2 hours. There was 
progressive sluggishness of blood flow, concentration of 
red cells, and stasis in the capillaries. Neither haemor- 
rhage nor necrosis was observed in striated muscle but 
the characteristic intermittent muscular contraction 
ceased. Ifthe mouse survived, muscle function returned 
as the capillary bed became normal. Stasis resulted in 
oedema of the subcutaneous tissues. 

Whether sarcomata were confined in the chamber 
between two layers of mica, or whether they were free 
to expand in a single-layer chamber, all reacted similarly 
to the injection of the polysaccharide. The circulation 
in the peripheral vascular bed slowed, with increased 
concentration of erythrocytes; finally the circulation 


stopped, leading to partial or complete occlusion of 


tumour capillaries. Haemorrhage occurred in two- 
thirds of the tumours after 3 to 4 hours of progressively 
developing vascular occlusion. Necrosis became ap- 
parent in 18 to 24 hours and occurred in two instances 
in the absence of haemorrhage. It was associated with 
oedema due to increased capillary permeability. Even 
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where necrosis was apparently complete, surviving cells 
at the periphery obtained a new vascular supply and 
growth was resumed. No tumour was completely and 
permanently destroyed under these experimental con- 
ditions. Only two experiments were performed with 
transplanted breast carcinomata; the results conformed 
to those described above. Thus it is concluded that the 
effect of this polysaccharide on tumour growth is due to 
its primary action on the vascular supply. There was no 
evidence of a direct action on tumour cells. 
G. M. Bonser 


113. Experimental Anaphylactic Lesions of the Coronary 
Arteries of the ‘ Sclerotic ’’ Type, Commonly Associated 
with Rheumatic Fever and Disseminated Lupus Erythema- 
tosus 

A. R. Ricu and J. E. Grecory. Bulletin of the Johns 
Hopkins Hospital [Bull. Johns Hopk. Hosp.] 81, 312-324, 
Nov., 1947. 15 figs., 14 refs. 


Intimal and medial lesions of the coronary arteries 
commonly result from rheumatic fever. Similar lesions 
are seen in periarteritis nodosa. The authors and other 
workers have shown that lesions of various organs in man 
and animals, closely resembling lesions of rheumatic 
fever and periarteritis nodosa, may be, and sometimes 
are, caused by antigen-antibody reactions occurring in 
protracted anaphylactic states. The following observa- 
tions are taken to support the views already given. 
Forty-five male albino rabbits (average weight 2 kg.) were 
sensitized by large intravenous injections of horse serum. 
They all became skin-sensitive in varying degrees. They 
were killed 17 to 364-days after the first injection. The 
coronary arteries and arteries of other viscera were 
studied microscopically. Eighteen rabbits had lesions 
of the coronary arteries showing all stages and degrees as 
in rheumatic fever, and “* serum sickness ’’;, others had 
“serum sickness”? without coronary lesions. The 
rabbits had received varying doses of antigen; 16 of 
them were killed 19 to 46 days after the first injection. 
Similar lesions were found in arteries other than the 
coronaries in some of the sensitized animals. Eighteen 
control rabbits were free from coronary lesions after 
86 to 134 days. Various phenomena seen in dis- 
seminated lupus erythematosus occur in protracted 
anaphylactic reactions. In disseminated lupus erythe- 
matosus even in children, lesions of the coronary arteries 
occur which are similar to those seen in rheumatic fever 
_ and periarteritis nodosa, and in animals with experi- 
mental serum sickness ”’. 

[The photographs accompanying this paper are good.] 

D. M. Pryce 


114. The Influence of an Iron Complex of Tartaric 
Acid on the Growth of Experimental Tumours. ([ljeiicrsue 
KOMIMJI€KCHOFO CO@¢MHHEHHA C BHHHOKAMCHHOH 
KHCNOTOH Ha POCT ONyxoren) 

M. A. MacaT and F, Z. TARASTCHANSKAIA. ApxHB 
Maronorunu [Arkh. Patol.] 9, 56-58, 1947. 2 figs. 


The influence of an iron complex of tartaric acid on the 
rate of growth of two transplantable tumours—Jensen 


sarcoma in rats and Ehrlich adenocarcinoma in mice~ 
was investigated. The size of tumour was measured 
weekly. Seventy-four rats implanted with Jenseg 
sarcoma received daily subcutaneous injections of 20 to 
30 mg. of the compound dissolved in saline per 100 g, 
beginning from the tenth to twelfth day after the tumour 
implantation; there were 63 controls. Of the treated 
rats delay in tumour growth was observed in 23%, 4 
complete regression of the tumour in 39%, and progres 
sive tumour growth in 38%. Of the controls 4°% showed 
a delay in tumour growth, 11% spontaneous regression, 
and 85% progressive tumour growth. The compound 
was also given in milk (100 to 200 mg. daily) to 28 rats 
with implanted sarcoma—15% showed progressive 
growth compared with 82% of the controls, 32% showed 
a marked delay in tumour growth against none of the 
controls, and in 53% of treated rats and 18% of controls 
the tumours regressed. 

The action of the compound on mouse adenocarcinoma 
was also investigated. The injections were started in the 
second day after the implantation, 44 mice being given 
4-6 mg. in 0-2 ml. of saline daily—20% of the treated and 
92% of the controls showed progressive growth of the 
tumour, and 43% of the treated and 8% of the controls 
showed a marked delay in tumour growth. The tumour 
regressed in 37% of the treated mice and there was no 
spontaneous regression in the controls. Ten mice were 
given 20 to 30 mg. of the compound daily in 0-2 ml. of 
milk. There was no progressive growth of the tumour in 
the treated mice during 1 month after implantation, while 
88% of the control mice showed progressive growth of 
the tumours; in 60% of the treated and in 12% of the 
control mice a delay in the rate of growth was observed; 
and in 40% of the treated mice the tumours regressed 
completely, but spontaneous regression of tumours was 
not seen in the controls. No toxic influence of the 
compound was observed. J. Flaks 


115. Subcutaneous Sarcomas in Mice Implanted with 
Hydrocarbon-cholesterol Pellets 

M. B. SHIMKIN and R. S. WyMAN. Journal of the 
National Cancer Institute [J. nat. Cancer Inst.] 8, 49-52, 


Oct., 1947. 10 refs. 


This experiment was designed to test the relative 
carcinogenic potency and the relative speeds of action 
of three carcinogens dissolved in cholesterol and 
administered in the form of solid pellets. 

In male mice of strain C3H single pellets of cholesterol 
weighing 2 mg. and containing from 0-1 to 25% of 20- 


methylcholanthrene, 3,4-benzpyrene, or 1,2,5,6-dibenzan- 


thracene were implanted subcutaneously. From 676 
mice 168 histologically confirmed sarcomata were 
obtained. The pellets remained in situ and were 
recovered at necropsy. Exact determinations of the 
amount of carcinogen absorbed or disappearing from the 
pellets were not made, but it was estimated that this 
would not be greater than 10% of the total. The tumours 
were indistinguishable from the sarcomas obtained when 
the hydrocarbons were dissolved in tricaprylin. By 
contrast, there were no epithelial tumours and no 
multiple masses. Methylcholanthrene caused a higher 
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incidence of tumours than the other two substances 
at all concentrations above 0:25%. Dibenzanthracene 
gave the lowest incidence of tumours at each concentra- 
tion level, but tumours appeared with a lower con- 
centration (0-1%) than with either of the other hydro- 
carbons. There was no relation between the concentra- 
tion of the hydrocarbons and the latent period. It was 
concluded, however, that larger groups of animals would 
be needed to decide this point. When the latent periods 
for all dose groups of each hydrocarbon were compared, 
it was found that the latent period for tumours induced 
with dibenzanthracene was greater than those in the case 
of the other two chemicals. It was finally concluded 
that incorporation of the hydrocarbon in cholesterol 
altered the dibenzanthracene response more than the 
response of the other two chemicals, compared with 
incorporation in tricaprylin. G. M. Bonser 


116. Changes in the Cellular Picture of the Islets of 
Langerhans under the Influence of Alloxan. (Veradnder- 
ungen des Zellbildes der Langerhans’schen Inseln unter 
dem Einfluss von Alloxan) 

J. Grosity. Acta Anatomica [Acta anat., Basel] 3, 
194-208, 1947. 6 figs., 14 refs. : 


Diabetes can be induced by commercial preparations 
of alloxan but not by a purified preparation. The com- 
mercial preparation causes an almost complete destruc- 
tion of the f-cells of the islets of Langerhans. The 
a-cells persist and later develop abundantly from the 
secretory acini by budding; in this stage glycosuria 
appears. Development of f-cells cannot be observed, 
either from the secretory acini or by transformation of 
a-cells. 


in the regulation of sugar metabolism. O. Neubauer 
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117. The Pathogenesis of Congenital Polycystic Lung 
and its Correlation with Polycystic Disease of other 
Epithelial Organs. Reconstruction of Cystic Elements in 
Two Cases 

R. F. Norris and R. M. Tyson. American Journal of 
Pathology [Amer. J. Path.] 23, 1075-1097, Nov., 1947. 
9 figs., 35 refs. 


Two cases of congenital cystic disease in newborn 
infants are described. In the first the right lung was 
enlarged by cysts. These did not communicate with the 
bronchus, the immediate branches of which ended 
abruptly. The cysts and the connected alveoli were 
filled with fluid. The lung also contained isolated 
bronchial tubes which were not dilated and which were 
connected with atelectatic alveoli. In the second case 
there was a large cyst in the left upper lobe. The left 
upper lobe bronchus ended blindly and the cyst had no 
alveolar connexions. In the left lower lobe the small 
bronchi showed irregular sacculations with abnormal 
alveolar communications. The authors have written a 
series of articles on cystic disease in other organs and 
they discuss its pathogenesis. The degenerative process 
which leads to isolation and cyst formation in the more 
distal parts of the developing bronchial tree they designate 


It appears that the f-cells play a decisive part . 
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** segmentation’. They are uncertain whether in cystic 
disease of the lung there is an excess of bronchi and» 
whether the cysts represent a persistence of embryonic 
bronchi which normally are resorbed. They also raise 
the question of deficiencies of the circulation in the 
origin of the condition. [A thesis entertained by the 
abstracter.] A vascular anomaly was possibly respon- 
sible for the large cyst in the second case, in which the 
heart and large vessels were transposed. D.M. Pryce 


118. The Nature of So-called Myoblastomata. (Die 
Natur der sog. Myoblastentumoren) 

C. WEGELIN. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.| 10, 631-653, 
1947. 5 figs., 49 refs. 


Details of 10 cases of myoblastoma are given, the 
tumour being situated in gums, tongue, wrist muscles, 


-and skin. The author advances the view that the 


growths are derived from undifferentiated mesenchymal 
cells and not from muscle elements, and are capable of 
storing proteins and lipids. R. Salm 


119. The Pneumo-lymphocytic”’ Syndromes. (Les 


* syndromes pneumo-lymphocytaires) 


J. BERNARD and J. LAPRESLE. Semaine des Hépitaux de 
Paris [Sem. Hép. Paris] 24, 509-513, Feb. 29, 1948. 
7 figs., 22 refs. 


The authors collect under the title of the pneumo- 
lymphocytic syndrome various conditions characterized 
by lymphocytosis and pulmonary disturbance. A pure 
form of the syndrome is said to be seen in pertussis where 
there is an absolute lymphocytosis in the blood with a 
peribronchial aggregation of lymphocytes but no increase 
of lymphocytes in the marrow and no alteration in the 
lymph nodes or spleen. Various other conditions are 
included on the strength of an occasional finding of 
lymphocytes in the peribronchial tissues. 

A. C. Lendrum 


120. Inclusion Bodies (Protozoon-like Cells) in the 
Organs of Infants 

D. F. Cappett and M. N. MCFARLANE. Journal of 
Pathology and Bacteriology {J. Path. Bact.] 59, 385-398, 
July, 1947. 10 figs., bibliography. 


The previous literature is reviewed and analysed. 
Two cases are recorded here. Both infants had clinical 
signs of haemolytic disease of the newborn but in neither 
was it possible to show that there had been iso-immuniza- 
tion of the mother. Significantly, the mother of the 
first infant had a subsequent normal child (her fourth), 
while in the second case the infant was a first child. 
Both infants showed obvious extramedullary haemato- 
poiesis and the presence of inclusion bodies in various 
epithelia, such as renal tubules, bile ducts, pancreas, or 
pulmonary alveoli. [The morphology of the bodies is 
fully described and the illustrations are excellent.] The 
bodies resemble closely the salivary-gland inclusions seen 
in various animals, including man, and the suggestion is 
made that these cases may be examples of the generaliza- 
tion of salivary virus which can be produced experi- 
mentally in animals. 
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Such infants were generally considered to have con- 
genital syphilis; since then the clinical picture seen in 
most of these cases has been called haemolytic disease of 
the newborn. It therefore seems likely that many, 
although not all, of the infants showing. inclusion bodies 
had the clinical picture which to-day we know to be 
characteristic of Rhesus incompatibility. It is now 
demonstrated that in the disease under discussion no 
such Rhesus incompatibility can be found. The im- 
portant question is raised whether the inclusion bodies 
and the haemolysis may both be due to a virus infection. 
The close-knit argument on histological and serological 
grounds seems to lead to the inescapable conclusion that 
another disease has been discovered. 

[This is the first report in the British literature on the 
subject and is a paper that should be read.] 

A. C. Lendrum 


121. Neurogenesis Observed in a Mixed Grawitz— 
Wilms Tumor 

C. G. DeMuywiper. Archives of Pathology [Arch. 
Path.) 44, 451-458, Nov., 1947. 7 figs., 9 refs. 


The paper describes one specimen of embryonic renal 
tumour from a boy of 3 years. The author identifies 
what he believes to be “‘ hypernephroma ”’ in parts of this 
growth, as well as the more usual embryonic tissues, and 
he also claims to have detected neurofibrils, which he 
depicts in some drawings. He speaks of “ neuro- 
hypernephromatous”’ cells and concludes that “‘ the 
hypernephroma (Grawitz’ tumor), as well as Wilms’ 
tumor, has neurogenic potentialities; the neurogenic 
constituent of both neoplasms derives from normal 
components of the renal tubules; these components 
probably represent the contribution of the neural crest 
to the lateral lumbar mesenchyme’. [The evidence 
presented in the paper may not lead many pathologists to 
endorse this hypothesis.] R. A. Willis 


122. Histological Changes in the Small Intestine in 
Disturbances of Fat Absorption. (Xanthomatosis of the 
Small Intestine.) (Ober die histopathologischen Ver- 
anderungen am Diinndarm bei Stérungen der Fettre- 
sorption (sog. Xanthomatose des Diinndarms)) ¥ 

R. Fret. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie [Schweiz. Z. Path. Bakt.] 10, 685-702, 
1947. 3 figs., 5 refs. 


Two cases of xanthomatosis of the intestine are 
reported. A woman of 84 died of cerebral arterio- 
sclerosis, apparently without having shown signs of 
gastro-intestinal upset during life. At necropsy the 
small gut showed yellowish discoloration of the rugae, 
and there was an ulcerative colitis. Microscopically 
there was an extensive xanthomatosis of the submucous 
coat of the small intestine without signs of inflammation, 
and a fulminating colitis was present in the large gut. 
The second patient, a man of 43, died after a sprue-like 
illness of several months’ duration. On microscopical 
examination large foam cells were seen in the submucosa 
of the entire gut; in addition the lymph nodes of the 
mesentery showed fatty infiltration and a granulomatous 


xanthosis. [Though no data on blood lipids are ayajl. 


able, it is most probable that these 2 cases are not example 
of diseases of lipoid metabolism, but belong to that group 
in which xanthomatosis occurs in connexion with 
inflammation or a progressive cachectic disease and js 
discovered usually by accident.] 


R. Salm 


123. Changes in the Sweat Glands in the Neighbourhooj 
of Skin Tumours. (Uber Veranderungen der Schweiss. 
driisen in der Umgebung von Hauttumoren) 

E,. RANDERATH. Frankfurter Zeitschrift fiir Pathologie 
[Frankfurt. Z. Path.] 59, 30-41, 1947. 7 figs., 18 refs, 


The author describes oedema in the connective tissues 
around sweat glands in the neighbourhood of several 
kinds of skin tumours, including squamous-celled car. 
cinoma, basal-celled carcinoma, angioma, and fibroma, 
In some cases the oedema was sharply restricted to the 
periglandular tissue and did not extend to the neighbour- 
ing dermis. The resemblance of these changes to thos 
seen in some adenomas of the umbilicus and to so-called 
**adenomyxomas”’ of the skin points to the sweat 
glandular origin of these. R. A. Willis 


124. Liver Changes in Rheumatic Fever. (Asmeneune 
PeBMaTHSMe) 

M. S. TotGskaiA. Apxus Ilaronorun [Arkh, Patol.] 9, 
29-34, 1947. 3 figs., 19 refs. 


Although many clinical observations deal with the 
influence of rheumatic fever on liver function, there are 
no satisfactory descriptions of corresponding anatomical 
changes in that organ. The present investigation is based 
on post-mortem material of patients who died at ages of 
3 to 69 years. Almost all the deaths were caused by 
recurrent heart disease; in only 2 cases did death occur 
after the first rheumatic attack. [The number of cases 
examined is not stated.] : 

The macroscopic changes in the liver were uniform: 
chronic venous congestion with “* nutmeg ”’ appearance, 
fatty infiltration, and cloudy swelling. Histologically, 
venous congestion with a diffuse or focal infiltration of 
fibroblasts around the central veins and interlobular 
vessels and in the connective tissue was seen: Peri- 
vascular histiocytic infiltration was more pronounced in 
acute cases. . In chronic cases sclerotic changes predomi- 
nated. The endothelium showed oedematous changes, 
the walls of the vessels a partial or complete necrosis and 
a perivascular round-cell infiltration. The changes in the 
liver were parallel with those in the heart muscle. The 
author considers the histiocytic infiltration and necrosis 
of the walls of the vessels to be caused by the rheumatic 
infection itself, whereas the oedema, the sclerotic 
changes in the vessels and in the interlobular tissue, the 
atrophy of liver lobules, the fatty infiltration, and pig- 
mentary changes were the result of the heart failure. 
No changes corresponding to ‘* Aschoff bodies ’’ in the 
heart were found. Oedema of the interlobular tissue and 
the overfilling of the lymphatic vessels are attributed to 
the venous congestion. The author, however, believes 
that there is also an active secretion by the lymphatic 
endothelium as a reaction to the damaging influence of a 
virus. J. Flaks 
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125. Disappearance of Congo Red from the Blood 
Stream in Hypoproteinaemia. (Uber den erhohten 
Schwund des injizierten Kongorotes aus der Blutbahn 
bei Hypoproteinamie. Vorldufige Mitteilung) 

J. A. SCHNEIDER. Zeitschrift fiir die Gesamte Innere 
Medizin [Z. ges. inn. Med.} 2, 531-532, Sept., 1947. 


Congo red injected for colorimetric measurement of 
blood volume is fully mixed in the blood in 4 minutes 
and the average duration of peak concentration is about 
10 minutes. 
this figure is increased to 60% in affections of the renal 
tubules and to 100% in amyloid disease. Rapid dis- 
appearance in nephrosis is due to the low level of serum 
proteins. Injection of 10% congo red with heparin was 
employed in Berlin early in 1947 when malnutrition was 
common. The blood volume in some cases amounted 
to 10% of body weight instead of the normal 7-5 to 8%. 
In these cases 40% of congo red disappeared in 60 minutes, 
the loss being appreciable after 9 minutes. The low 
content of protein might explain the rapidity of dis- 
appearance, but in one-third of the subjects the protein 
content was approximately normal; the quality of the 
protein had deteriorated, and increased capillary 
permeability was also a probable factor in the rapid 
removal of the pigment. D. T. Barry 


126. A Simple Quantitative Formol-gel Reaction and 
its Relation to the Euglobulin and Gamma-globulin 
Content of Serum. (Een eenvoudige quantitatieve 
formolgelreactie en haar verband met het euglobulinege- 
halte en gamma-globulinegehalte van het serum) 

B. A. VERHAGEN. Nederlandsch Tijdschrift voor Genees- 
kunde (Ned. Tijdschr. Geneesk.] 4, 3524-3534, Dec. 6, 
1947. 2 figs., 10 refs. 


A simple reaction is described for the determination of 
the y-globulin content of blood serum. Gel formation of 
serum occurs after the addition of a calcium-formalin 
solution when the y-globulin content is raised. (The 
values obtained by this method tallied well with those 
found by electrophoresis.) 

Twelve grammes of calcium chloride (CaCl,.6H,O) 
was dissolved in 100 ml. of water. The sp. gr. of the 
solution should be 1-048, and it should be neutral to 
bromo-thymol blue. This solution was mixed in equal 
parts with a solution obtained by adding to commercial 
formalin sufficient 4N sodium hydroxide to make the 
solution neutral to bromo-thymol blue, the formaldehyde 
content being checked and adjusted to 37 g. per 100 ml. 
The latter solution remains stable for several months. 
Mixing -was carried out immediately before use. 

Technique.—Place 10 to 15 tubes (81-5 cm.) in a 
rack—usually 10 suffice. Add to the first tube 1 ml. of 
serum (24 hours old), to the following tubes add 0-95, 
0-9, 0-85 ml., and so on. Add sufficient physiological 
saline to make the final quantity up to 1 ml. Then add 
0-1 ml. of calcium-formalin solution to each tube. 
Cork with a rubber stopper, shake, and leave at room 
temperature overnight. A positive result is indicated 


In 60 minutes 20% has disappeared, and . 


by complete solidification. Intermediate results are 
recorded as }, 4, and 3. With normal sera no change is 
observed. Positive results correspond to ‘y-globulin 
values as indicated below: 


y-globulin 


-globulin 
‘ (g. per 100 ml.) 


(g. per 100 ml.) 


1-95 
2:05 
2°17 
2:29 

“44 


R. Salm 


127. Streakiness of Blood Films. Relation to Sedi- 
mentation-Rate and Plasma-Fibrinogen 

R. M. Bovert, R. L. WATERFIELD, and T. H. NEWMAN. 
Lancet [Lancet] 2, 831-832, Dec. 6, 1947. 1 fig., 1 ref. 


In 1939 Boveri demonstrated a characteristic streakiness 
in films made from blood associated with a raised erythro- 
cyte sedimentation rate. Longitudinal rivulets are seen 
in the film which start with a knob and taper away to 
their termination and are quite distinct from the smears 
made on a dirty slide. This change can be observed in 
films made from oxalated or citrated blood. A wavy 
effect is noticed in wet plasma films when they are 
viewed by reflected light, but no abnormality has been 
observed in serum films. Microscopical examination 
shows that the phenomenon is not due to excessive 
rouleaux formation. 

Recent observations at Guy’s Hospital demonstrate 
that the effect is due to an excess of fibrinogen and may 
be caused by aggregation of its elongated molecules. 
A case of myelomatosis was observed in which the 
erythrocyte sedimentation rate was rapid and the serum 
globulin was high but the plasma fibrinogen was normal 
and no streakiness was observed in the blood films, 
The addition of human y-globulin will increase the 
erythrocyte sedimentation rate without producing any 
streakiness in the blood film. E. T. Ruston 


128. A Method of Dissociation and Measurement of the 
Main Physico-chemical Factors in Erythrocyte Sedimenta- 
tion. (Une technique de dissociation et de mesure des 
principaux facteurs physicochimiques de la sédimentation 
sanguine) 

M. F. JayLe and J. Bapin. Revue d’Hématologie [Rev. 
Hémat.] 2, 283-295, 1947. 5 refs. 


A relatively simple technique for measuring the different 
pathological factors which increase erythrocyte sedi- 
mentation is suggested. There seem to be three distinct 
sets of factors: (1) Corpuscular factors, of which the 
most important are the number of red corpuscles and 
their pathological abnormalities—for example, in size, 
volume, and haemoglobin content. Tendency to 
rouleaux formation, even if this is reversible, affects the 


| 
© avail. 
amples | 
t gTOup 
with 
and js 
Salm Tube | | | 
urhe i oO. 
9 3-25 
3-55 
hweiss. 
7 . 
299 15 6-50 
3-00 ; 
several 
car. 
broma, 
to the 
ibour- 
» those 
-called 
sweat. 
‘illis 
:HEHHE 
tol.] 9, 
ith the | 
re are 
»mical | 
based 
ges of 
ed by 
occur 
Cases 
form: 
rance, 
ically, 
on of 
ybular 
Peri- 
ed in 
domi- 
inges, 
s and 
in the | 
The 
>rosis 
matic 
rotic 
>, the 
| 
lure. | 
and 
> and : 
to 
ieves 
hatic | 
of a 
ks 


38 


sedimentation rate. (2) The amount of fibrinogen and 
the quality of this globulin are the significant factors in 
the plasma. (3) In the serum several globulins, particu- 
larly haptoglobin, greatly influence the speed of 
sedimentation. The plasma and corpuscles are clinically 
the more important factors, and it is essential to eliminate 
variations in the number and structure of the corpuscles. 
The total corpuscular mass so corrected becomes a 
standard for the other two variables. 

[The details of technique should be read in the original 
paper.] A. Piney 


129. The Main Factors in Erythrocyte Sedimentation 
during Pregnancy and after Normal and Pathological 
Labour. (Les principaux facteurs de la sédimentation 
sanguine au cours de la grossesse et dans les suites de 
couches normales et pathologiques) 

J. BapiIn and G. Conas. Revue d’Hématologie [Rev. 
Hémat.) 2, 296-304, 1947. 2 figs., 11 refs. 


From the second or third month of pregnancy the 
erythrocyte sedimentation rate (E.S.R.)_ increases, 
reaching its maximum at term. The factors responsible 
for this acceleration are said to be: (1) a considerable 
increase in the amount of plasma relative to increase in 
the level of fibrinogen; (2) a qualitative change in 
fibrinogen; (3) a progressive increase in the “ serum 
factor’’; (4). a decrease in the number of erythrocytes. 
Normally, within 10 days of delivery the E.S.R. has 
returned to the level found between the fourth and sixth 
months of pregnancy. Infective complications—such 
as phlebitis or endometritis—cause great increase in the 
E.S.R., said to be due to increase in the serum factor, 
moderate increase in the plasma factor, and decrease in 
the number of erythrocytes. The authors reiterate the 
. accepted teaching that such changes give an excellent 
indication of post-partum complications even before 
these are clinically evident. They point out that it is 
well known that the E.S.R. is accelerated after severe 
haemorrhage, but state that the determining factors are 
different, being, in order of importance, decrease in the 
number of corpuscles, increase in the plasma factor, and, 
of least importance, increase in the serum factor. 

[This paper would seem to be one of the now numerous 
attempts to determine the bases of the erythrocyte 
sedimentation test, a praiseworthy aim, but one which, 
unfortunately, has led to continuous complication of 
what was originally a simple, but nevertheless valuable, 
_ test.) A, Piney 


130. Differences During Dicoumarol Therapy in the 
Quick and Russell Viper Venom Methods for Prothrombin 
Determination 

S.J. WiLson. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.) 66 
126-128, Oct., 1947. 1 fig., 3 refs. 


In a patient given 240 mg. of dicoumarol daily for 14 
days no satisfactory fall in prothrombin level was 
observed when the Russell viper-venom modification of 
Quick’s method was used. Prothrombin estimations 
were then carried out it: parallel tests with rabbit brain 
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extract and viper venom, and the results obtained in? 


further patients receiving dicoumarol were compared of 
In all cases viper venom failed to demonstrate the fall jg col 
prothrombin during the first few days of therapy, whereg | 
rabbit brain thromboplastin recorded a fall that cou ha 
be correlated with the clinical state of the patient. Th ro 
author holds the view that the viper-venom technigu Hi: 
is dangerous in the control of dicoumarol treatment, fo th 
the prothrombin figure so obtained may appear to be, ca 
safe one when, in fact, the patient is approaching 4 
potential or actual haemorrhagic condition. 

Douglas H. Collins 
131. Determination of Haemoglobin. II. The Haldane 
Haemoglobin Standard Compared with Iron and Gaso C 
metric Estimations 1' 
E. J. Kinc, M. Giicurist, I. D. P. Wootton, R. DONALD. 

SON, R. B. Sisson, R. G. MACFARLANE, H. M. Jope, 
J. R. P. O’Brien, J. M. PETERSON, and D. H. STRANGE tl 
ways. Lancet [Lancet] 2, 789-792, Nov. 29, 1947. | fi 


fig., 19 refs. 


In 1942 the British Standards Institution undertook 
the re-definition of standard Haldaxz haemoglobino- 
meter colour tubes in terms of the trichromatic colour 
scale of the International Commission. In the prepara- 
tion of this colour standard the oxygen content of a 
sample of blood was determined by the Haldane blood- 
gas apparatus, and its colour after conversion into 
carboxyhaemoglobin was studied in a photo-electric 
spectrophotometer. The colour corresponding to an 
oxygen capacity of 18-5 ml. per 100 ml. of the blood was 
then standardized. This 100% on the Haldane scale has 
-been generally accepted as equivalent to 13-8 g. of Hb 
per 100 ml. For some time, however, evidence has been 
accumulating that this standard colour represents more 
than 13-8 g. of Hb, and these authors, working in different 
centres, have undertaken independent measurements of 
haemoglobin values of 21 blood samples distributed to 
each of the laboratories concerned from one of the centres. 
Haemoglobin values were determined by iron analyses 
and by gasometric methods. By means of the National 
Physical Laboratory colour comparator and a photo- 
electric spectrophotometer, the haemoglobin contents of 
these bloods were also measured on the aren 
scale. 

It was found that the standard colour tube of the B.S.1. 
specification was not in fact equivalent to 13-8 g. Hb per 
100 ml. of blood but to 14-8 g. when measured by iron 
analysis or 14-4 g. when measured by oxygen capacity. 
For various reasons, which are detailed, it is thought that 
the higher (iron analysis) figure is the correct one to 
adopt. The difference between Haldane’s original 
definition of his standard and the present one can be 
explained almost entirely by the lower results given by the 
Haldane gasometric method compared with the modern 
van Slyke apparaius. 

The mean figures of red cell counts and mean corpus- 
cular volumes for normal males have been almost 
identical in England and in the U.S.A., and the supposed 
discrepancy in haemoglobin content has always been 
difficult to explain. With this new value, re-calculations 
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of normal haematological values in England come closely 
into line with those recorded in the U.S.A. and in other 
countries. 

[These results are clearly of great importance to all 
haematologists and especially to those: who make 
routine haemoglobin estimations by means of the 
Haldane colour standard. The organization and scale of 
the experimental work have been such that the results 
can hardly be questioned.] D. H. Collins ° 


132. The Colloidal Scarlet Red Test Applied to Cerebro- 
spinal Fluid: (La reaccién del rojo escarlata coloidal 
aplicada al liquido cefalorraquideo) 

E. A. Tricueros and J. M. A. REINLEIN. Revista 
Clinica Espafiola [Rev. clin. esp.] 27, 182-185, Nov. 15, 
1947. 


Gray (Arch. intern. Med., 1940, 65, 523) had suggested 
the use of the colloidal gold curve for testing hepatic 
function. Maizels proposed the substitution of the 
scarlet-red test for the colloidal gold test; this in turn 
led the authors of this paper to think that the scarlet- 
red test might be useful for replacing Lange’s colloidal 
curve in examinations of the cerebrospinal fluid. They 
have examined 96 cases, and find that Lange curves 
and the curves obtained with scarlet red are for practical 
purposes identical. As the scarlet-red test is simpler 
and cheaper to carry out the authors recommend it 
instead of Lange’s gold test. F. K. Kessel 


133. A New Clearance Substance in Renal Function 


Tests. (Eine neue Clearance-Substanz zur Nieren- 
funktionspriifung) 

G. FUHRMANN and H. Scuusert. Zeitschrift fiir die 
Gesamte Innere Medizin [Z. ges. inn. Med.] 2, 451-544, 
Sept., 1947. 3 figs., 8 refs. 


The use of inulin and of creatinine as clearance substances 
in testing renal function is unsatisfactory. A new agent, 
triticin, has been employed; it is also a fructose-yielding 
polysaccharide but of low molecular weight and soluble 
in water (25%). It may be injected rapidly and never 
causes shock. It is excreted completely in the urine in 
about 4 hours, none being retained by the tissues. 
Hydrolysis and the Selivanoff test, employed quanti- 
tatively with photometric measurement, proved satis- 
factory for estimation of triticin. The normal clearance 
values as well as the abnormal are approximately those 
obtained with inulin. D. T. Barry 


134. Differential Diagnosis of Jaundice by Flocculation 
Tests 

J. B. Rennie and S. L. Rae. British Medical Journal 
(Brit. med. J.] 2, 1030-1032, Dec. 27, 1947. 15 refs. 


This is a report on the use of the cephalin-cholesterol 
flocculation test and the serum -colloidal—gold test in 
491 cases, comprising 100 normal controls, 110 patients 
with hepatic disorders, and 281 patients without evidence 
of liver disease. For the cephalin-cholesterol floccula- 
tion test the technique of Hanger (J. clin. Invest., 1939, 
18, 261) was used and for the serum -colloidal-gold test 


Maclagan’s (Brit. J. exp. Path., 1944, 25, 15) method was 
followed. The results were expressed in three gradings: 
no flocculation (or precipitation); flocculation present; 
and flocculation complete. 

In the 100 normal controls no positive results were 
found with either test. In the 281 patients without 
clinical evidence of liver disease negative reactions were 
obtained with the cephalin test in 91-8% and with gold 
in 87-9%. Complete precipitation of gold occurred in 
4:2%, but complete flocculation of cephalin in only 
1:1%. Analysis of the results showed that with disease 
of the nervous system, and with nephritis of all types, 
neither test was ever positive. Positive cephalin tests in 
nephritis have, however, been previously reported by 
other workers. Positive tests occurred in 4 out of 32 
patients with peptic ulcer, 2 of whom had had recent 
bleeding. The remaining positive results occurred in 
various conditions, such as a case of subacute bacterial 
endocarditis, 2 out of 11 patients with diabetes, and 3 
out of 8 with thyrotoxicosis. In rheumatoid arthritis, 
however, the incidence of positive gold reactions was 
high—8 out of 11 cases. 

Of the patients with liver disease, 74 were jaundiced and 
36 were without jaundice. Of the group with jaundice, 
the cause was obstructive—tumour or calculus—in 
32 cases. Here, positive reactions occurred in less than 
16% of both tests, complete precipitation being noted 
once with cephalin and not at all with gold. In the 42 
patients with hepatic jaundice, however, there were 
positive results in 76% of the cephalin tests and in 81% of 
the gold tests. In more than half precipitation was 
complete. A positive gold test was present in all cases 
of cirrhosis of the liver or subacute necrosis, and a 
positive cephalin test was present in all but 1 case. © 
With both tests precipitation tended to be complete. 
The negative results were found amongst the cases of 
Banti’s syndrome and infective hepatitis, and in all 3 
patients with homologous serum jaundice. In the 36 
cases of liver disease without jaundice the results were 
varied. Negative results were found in all but 1 case of 
metastatic carcinoma of the liver. Positive results were 
found in cirrhosis and Banti’s syndrome. In 9 patients 
with reticuloses, haemochromatosis, and chronic 
leukaemia both tests were positive on three occasions. 
Three out of 11 patients with cardiac failure and hepatic 
enlargement showed positive reactions. 

Of 110 patients with liver disease the cephalin test was 
positive in 48 and the gold test in 54. Of the 270 cases 
without clinical evidence of hepatic disease, rheumatoid 
arthritis being excluded, the cephalin test was positive 
in 21 and the gold test in 26. Excluding rheumatoid 
arthritis, in which a high percentage of gold tests are 
positive, the results were much the same with both tests, 
particularly in the group with jaundice. Since the gold 
test is carried out with standard solutions of known 
chemical constitution, it is considered that this is the 
procedure of choice. R. B. Lucas 


135. The Effect of Urine Volume on Urea Excretion 
D. D. vAN Stryke. Journal of Clinical Investigation [J. 
clin. Invest.] 26, 1159-1167, Nov., 1947. 2 figs., 14 refs. . 
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136. Dynamics and Mechanism of Immunity Reactions 
in vivo 

U. FRIEDEMANN. Bacteriological Reviews [Bact. Rev.] 
11, 275-302, Dec., 1947. 55 refs. 


The minimum amount of antitoxin necessary to pre- 
vent toxic consequences when a mixture of toxin and 
antitoxin is injected into susceptible tissues is called Ad; 
the corresponding quantity of antitoxin in tests in which 
the antitoxin is injected intravenously, and the toxin 
immediately thereafter injected into susceptible tissues, 
is called Ai; similar quantities may be defined for 
viruses and their antisera. This review deals with the 
Ai/Ad ratio for many pathological agents and their 
antisera, and offers explanations for the findings. 

As combination between diphtheria toxin and anti- 
toxin occurs extremely rapidly compared with the reac- 
tion between diphtheria toxin and susceptible tissues, the 
Ai/Ad ratio for injection of diphtheria toxin into skin is 
given by: Ai/Ad=KP/V, where K is the coefficient of 
distribution of antitoxin between plasma and tissue 
fluid, P the plasma volume, and V the volume injected 
into the skin. For 2,500-g. rabbits so _ treated 
Ai/Ad=22,000, which, assuming a plasma volume of 
100 ml., and injection of 0-1 ml. fluid intracutaneously, 
gives K=22. This is said to be in close agreement with 
the value of the distribution coefficient of globulins 
between plasma and tissue fluid which antibodies, as 
globulins, might be expected to share. [Sceptics might 
argue that a plasma volume of 100 ml. in a 2,500 g. 
animal was high.] By comparison, if the Ai/Ad ratio is 
determined for intramuscular injection of diphtheria 
toxin, with death as the indicator, it is found to be about 1. 
Presumably the toxin has to pass through the circulation 
to reach the susceptible heart and adrenals; consequently 
the concentration of antibody in the circulation, rather 
than in the tissue fluid, will determine the outcome. 

Similar tests for tetanus toxin and antitoxin show that 
Ai/Ad for intramuscular injection is very high; in this 
case the toxin evidently need not pass through the 
circulation to reach susceptible tissues, and neutraliza- 
tion must take place in the muscle, from which the toxins 
reach the central nervous system by travelling along the 
motor nerves. If the ventral nerve roots are divided 
the Ai/Ad ratio for intramuscular injection is reduced 
to 1; section of the dorsal roots has no effect on it. 

While all tetanus toxins showed much the same Ad 
value for a specified number of lethal doses, the Ai in 
intracerebral tests varied greatly. Since no evidence 
could be adduced that the avidity of these toxins for 
antitoxin varied much, the variation in Ai value was 
ascribed to the varying affinity of the toxins for tissues. 
This view is considered to be supported by the observa- 
tion that if injection of antitoxin is delayed for a standard 
time after the injection of toxin the Ai dose (delayed) 
increases far more if the Ai (immediate) dose is large 
than if the latter is small. 
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Intracerebral tests with diphtheria toxin and anti. 
toxin gave a “‘ standard”’ Ai/Ad ratio of 6,250. The 
Ai/Ad ratio for neurotropic viruses differed in intra. 
cerebral tests, one figure agreeing fairly well with the 
“standard” (in rabies), and the other in equine 
encephalomyelitis virus being far lower than the 
“ standard’. Itis thought that in the direct intracerebral 
test the reaction between virus and antiserum takes 
place in the cell-free cerebrospinal fluid, while in the 
indirect test the reaction takes place in the cellular 
substance of the brain, whose cells are essential for virus- 
antibody combination (at any rate in some instances), 

The author criticizes experiments suggesting that 
cerebral capillaries in the guinea-pig are much more 
permeable than those of the rabbit by pointing out that 
the Ai value is necessarily greater in the larger. rabbit 
than in the guinea-pig, and that the lethal dose of a given 
tetanus toxin for a rabbit is greater than that for a guinea- 
pig, making the Ai even larger. Consequently the 
amount of intravenous antitoxin necessary to neutralize 
one intracerebral M.L.D. is much greater in a rabbit 
than in a guinea-pig, and a rabbit may die and a guinea- 
pig survive when treated apparently similarly. With 
diphtheria toxin, to the lethal action of which rabbits 
and guinea-pigs are equally susceptible, the author 
shows that Ai/P is almost the same for rabbits and 
guinea-pigs while the cerebral capillaries are equally 
permeable. [The author, however, agrees that the brain 
has a lower antibody concentration than other tissues.] 

Some substances (such as broth) increase capillary 
permeability to such an extent as to reduce the Ai/Ad 
ratio considerably. 

[This is one of those captivating papers whose ingenuity 
lulls the critical sense almost completely. Is it too much 
to say that many of the observations in the literature 
are glossed over rather than explained, and that avidity 
of antitoxins is hardly considered seriously? Is the 
author’s tetanus antitoxin, like so many, non-avid? 
Are his tetanus toxins as constant in their L+/M.L.D. 
ratio as he claims? Tetanus toxins could readily be 
produced in which this is not true. Is the speed of 
flocculation any evidence of avidity? Criticisms of this 
kind, however, in no way detract from the simplicity 
of outlook and ingenuity of experiment that consistently 
inform this article.] C. L. Oakley 


137. Intestinal Myiasis. (Myasi intestinale) 

G. BInAGHI. Acta Medica Italica di Malattie Infettive 
e Parassitarie [Acta med. ital. Mal. infett. parassit.] 
2, 353-355, Nov., 1947. 1 fig., 8 refs. 


The case is recorded of a man, 42 years of age, who for 
4 months had suffered from loss of appetite, increasing 
weakness, and wasting, with attacks of diarrhoea alter- 
nating with constipation, and of general malaise with a 
rise of temperature to 38° to 38-5°C. During the 
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diarrhoeic periods the patient had noticed “‘ little white 
worms moving about in the stools”. On examination 
of the faeces larvae 1 to 1-5 cm. in length were identified 
as those of Sarcophaga, probably S. haemorrhoidalis or 
S. beckeri. When flies deposit eggs on food, the larvae 
are usually destroyed by the gastric juice; the gastric 
acidity in this patient was unduly low and he was 
accustomed to consume a paste which he prepared him- 
self and did not trouble to protect in any way against 
access of flies. Treatment by 4 g. chloroform in 40 g. 
castor oil twice, with an interval of 5 days, effected a 
cure. The author refers to the presence of Piophilina 
casei larvae in cheese made in Sardinia and to their 
ability to survive and appear in the faeces of those who 
consume the product. H. Harold Scott 


138. Exanthematic Typhus in Urundi: Agglutination of 
Rickettsiae. (Typhus exanthématique de l’Urundi: 
agglutination des rickettsies) - 

J. JapIN and P. Grroup. Bulletin de la Société de 
Pathologie Exotique (Bull. Soc. Path. exot.| 40, 414-416, 
Nov.—Dec., 1947. 8 refs. 


In 1933-4 an epidemic of typhus occurred in Ruanda- 
Urundi. The causal rickettsiae were isolated by Pergher 
and Casier (Ann. Soc. belge Méd. trop., 1935, 15, 305) 
and by Dubois and Noél (Jbid., 1936, 15, 399), who 
believed that they were of epidemictype. In 1940 another 
outbreak occurred in Ruanda-Urundi which Neujean 
(Rec. Trav. Sci. méd. Congo belge, No. 2, p. 9) believed 
was due to murine typhus. In 1945-6 the disease 
again became epidemic and numerous strains were 
isolated which behaved like louse-borne strains although 
in the early passages in guinea-pigs they gave scrotal 
reactions in guinea-pigs. The sera of 23 persons who 
had suffered from the disease were examined for rickettsial 
agglutinins: 18 of the sera gave higher titres with louse- 
borne rickettsiae than with murine rickettsiae. The 
epidemic disease in Urundi is thus considered to have 
been due to louse-borne rickettsiae. 

[Apart from complement-fixation tests which were not 
carried out, these results agree entirely with those 
obtained by Findlay and Elmes (7rans. R. Soc. trop. 
Med. Hyg., 1947, 41, 339) with strains isolated from 
Northern Nigeria in 1945.] G. M. Findlay 


139. The Morphology of Typhus Rickettsiae in the 
Louse. (Zur Morphologie der Fleckfieber-Rickettsie i in 
der Laus) 

R. GONNERT. Zentralblatt fiir Bakteriologie, Parasiten- 
kunde, Infektionskrankheiten und Hygiene [Zbl. Bakt.}, 
Abt. 1 Orig., 152, 203-209, 1947. 3 figs., 16 refs. 


The pleomorphic character of Rickettsia prowazeki 
from the louse is described. Small round homogeneous 
bodies as they increase in size develop vacuoles. These 
vacuoles, which are 0-5 yu in size, occupy the centre of 
large rounded bodies which then tend to elongate and 
form sausage-shaped bodies with many vacuoles. The 
elongated forms are 30 » or more in length. The 
pleomorphism of R. prowazeki is very similar to that of 


the causal virus of heartwater, formerly known as 
Rickettsia ruminantium, and to the viruses of the 
lymphogranuloma venereum -psittacosis group. 

G. M. Findlay 


VIRUSES 


140. Neutralization Tests for Diagnosis of Human 
Virus Encephalitides 

P. K. Oxtrsky and J. Casats. Journal of the American 
Medical Association [J. Amer. med. Ass.] 134, 1224-1228, 
Aug. 9, 1947. 20 refs. 


The authors describe the techniques used in their 
laboratory for determining whether a particular patient 
has been infected with an encephalitis virus. They 
draw ittention to the following points in the neutraliza-' 
tion test: (1) A serum sample should be taken as early 
in the illness as possible, and further samples at 2 and 
8 weeks after the onset, since antibody may develop 
early or late according to the infecting virus. Well- 
marked increase in neutralizing antibody is necessary as 
good evidence of infection now, rather than of old healed, 
possibly subclinical, infection. (2) White mice were 
usually employed, but rabbits are often best for Sabin B 
encephalitis and guinea-pigs for lymphocytic chorio- 
meningitis. For some types very young mice are 
necessary. (3) To deal with the difficulty of cross- 
neutralization, comparison of titres, in the early and late 
stages of the disease, against both viruses likely to be 
confused is essential. (4) Since in some virus-neutraliza- 
tion tests complement must be present, sera should be 
frozen until used. (5) Serum samples should be 
obtained from fasting patients and, if necessary, preserved 
with 1 in 50,000 phenyl mercuric borate. (6) Even the 
least stable viruses keep well at —76°C. if frozen in 
solid carbon dioxide and alcohol (95%). Dilution may 
be prepared in 10% rabbit serum in isotonic saline. 
(7) The material injected consists of equal volumes of 
virus dilution and serum mixed and incubated for 2 hours 
at 37°C., then kept in ice water until injected. All 
proper controls must be provided. C. L. Oakley 


141. The Influence of Varied Protein Intake and of 
Tryptophane Deficiency on Theiler’s Encephalomyelitis of 
Mice 

E. B. KEARNEY, W. L. Ponp, B. A. PLass, K. H. Mappy, 
C. A. ELvensem, and P. F. CLrarK. Journal of Bacterio- 
logy [J. Bact.] 55, 89-111, Jan., 1948. 2 figs., 21 refs. 


Mice infected with Theiler’s GD VII strain of mouse 
encephalomyelitis were placed on experimental diets 
when 20 to 26 days old. Low protein diets containing 
9, 13, 15, 18, and 21% casein were given, supplemented 
in some instances by cystine, niacin, tryptophan, gelatin, 
or zein. In all cases where the protein level was 15% or 
less the results were the same. The incidence of paralysis 
was low compared with that in mice receiving 18 or 21% 
casein, but most of the animals died before paralysis or 
encephalitis signs were observed. Controls (uninoculated 
or inoculated with normal brain suspension) did not die 
but growth was poor. It was concluded that reduction 
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of the protein intake (casein) to 9% had no influence on 
the infection. 

Mice receiving tryptophan-deficient diets showed no 
evidence of infection but only signs referable to the 
deficiency. A second group of mice receiving the 
tryptophan-deficient diet with 2% casein to supply the 
peptide linkage gave indications of encephalitis in 3 out 
of 14 cases. Groups of mice on a full complement of 
ten essential amino-acids had characteristic signs of 
encephalitis in most cases. Further studies with larger 
numbers of mice confirmed that mice receiving no 
tryptophan showed few signs of encephalitis infection 
when inoculated with the virus. It was found, however, 
by titration of brains and cords that the virus had multi- 
plied in the tryptophan-deficient mice, even though there 
were no outward signs of infection. P. B. Marshall 


142. Susceptibility of the Hamster to St. Louis and 
Japanese Encephalitis Viruses by Feeding 

F. M. SCHABEL, S. MILLER, M. ABENDROTH, and F. B. 
Gordon. Proceedings of the Society for Experimental 
- Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 66 
332-333, Nov., 1947. 10 refs. 


The authors report investigations on the extent of 
infection in hamsters after feeding with St. Louis (Hubbard 
strain) and Japanese (Nakayama strain) encephalitis 
viruses. Hamsters were fed with the heads of infected 
mice; subsequently the supernatant, from tissues re- 
moved from these animals after exsanguination and 
emulsified in 10% sheep serum broth, was inoculated 
intracerebrally into mice. A second mouse passage was 
made in doubtful cases. Both viruses became wide- 
spread and were recovered from many tissues, including 
the blood—*“ a fact which obscures both the site or sites 
of multiplication of virus, and the sequence of events in 
the pathogenesis of the infection”’. Viraemia developed 
early, but was not demonstrated after the fifth day. 
Virus is demonstrable in blood and some other tissues 
earlier than in the central nervous system, suggesting 
multiplication outside the central nervous tissue. Both 
viruses were recovered from mouth swabs between the 
sixth and ninth days (when clinical signs were present). 
Japanese virus was recovered earlier (first to fifth days). 
St. Louis virus was isolated from the mouths of hamsters 
injected intracerebrally. St. Louis virus was not isolated 
from the intestinal contents of fed hamsters or from 
striated muscle (ten attempts each). The possibility of 
alimentary infection of natural hosts of these viruses and 
transmission by mouth-droplets or faeces deserves 
consideration. G. T. L. Archer 


143. A Simple Technic for Passage of Certain Viruses 
F. M. SCHABEL and F. B. Gorpon. Science [Science] 
106, 549, Dec. 5, 1947. 3 refs. 


The usual method for virus passage of neurotropic 
viruses involves the aseptic removal of the brain of an 
infected animal and the use of a pestle, mortar, and 
abrasive. The ground-up tissue is suspended in a 
suitable diluent, centrifuged, and the supernatant used 
to subinoculate other animals. The following simple 


technique is suitable for St. Louis encephalitis or Japaneg 
encephalitis. A hypodermic needle is passed through 
the disinfected skin and skull of the mouse into the 
brain: a small syringe is attached and moderate suction 
applied. The contaminated needle is then inserted 
intracerebrally in the same manner into a recipien 
animal. G. M. Findlay 


144. Investigations of a Microorganism in the White 
Mouse Resembling the Causative Agent of Pleuropney. 
monia. (Untersuchungen iiber einen dem Erreger der 
Pleuropneumonie 4hnlichen Mikroorganismus in de 
weissen Maus) 

R. SCHAUWECKER. Schweizerische Zeitschrift fiir Patho. 


_logie und Bakteriologie {Schweiz. Z. Path. Bakt.| 1, 


714-724, 1947. 2 figs., 17 refs. 


A neurotoxic and an atoxic strain of pleuropneumonia- 
like organisms were obtained from mice during experi- 
ments with the virus of ecttomelia. Histological changes 
due to infection with the former consisted of acidophil 
necrosis of Purkinjé cells in the cerebellum, and an 
appreciable increase in megakaryocytes in the spleen. 

[Biochemical, immunological, and other properties of 
the strains were not investigated.] R. Salm 


145. The Demonstration of One-step Growth Curves of 
Influenza Viruses Through the Blocking Effect of Irradiated 
Virus on Further Infection 

W. HENLE, G. HENLE, and E. B. ROSENBERG. Journal of 
Experimental Medicine [J. exper. Med.] 86, 423-437, 
Nov. 1, 1947. 10 figs., 20 refs. 


BACTERIA 


146. Experimental Type Transformation of Shigella 
paradysenteriae (Flexner) 

A. J. Wet and M. Binper. Proceedings of the Society 
for Experimental Biology and Medicine {Proc. Soc. exp. 
Biol., N.Y.) 66, 349-352, Nov., 1947. 1 fig., 8 refs. 


The authors describe successful type transformation 
in Flexner bacilli in 3 out of 225 attempts. Filtrates 
were prepared from cultures of Shigella paradysenteriae 
in beef-heart broth after treatment with 10 drops toluene 
per 40 ml., maintenance at room temperature with 
repeated shaking for 4 hours, and centrifugation at 
+4°C. The filtrates were inoculated with 18-hour 
heterologous-type agar cultures. These cultures and 
uninoculated filtrate controls were subcultured after 
overnight incubation and further. Strains used were 
known to have been stable for at least a year. Where 
transformation occurred subcultures yielded colonies of 
both parent and induced types. . 


Colonies 
Tested 


ps to I 16 10: 6 


Proportion of Parent Type 


Transformation to Induced Colonies 


toll | 40 12 : 28 
XH toll | — 95 49 : 46 
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In the V to II transformation the original V was 
maltose-negative and indole-positive. The inducing II 
was maltose-positive and indole-negative. On testing, 
the induced 11 colonies were found to be maltose- 
negative and indole-negative. Thus one biochemical 
property mutated on antigenic transformation while 
another did not. Type mutants have so far (10, 8, 12 
months respectively) remained stable, but the authors 
have not been able to reproduce their results, hence the 
factors involved could not be studied. 

In the similar induced variation of pneumococci and 
Bact. coli the transforming principle has been shown to 
be a desoxyribonucleic acid. In these transformations 
S-R variation precedes type change; this was not noted 
in the Flexner transformations. On the other hand, 
Bact. coli transformation was also associated with a 
change in biochemical activity (sucrose fermentation). 

[The type designation used is that of Weil et al. (1944). 
British readers may be more familiar with the classifica- 
tions of Andrews and Inman, or Boyd. The corre- 
sponding notation of the types concerned in the 
transformations recorded are: 


Andrewes 
Weil et al. Boyd and 
Inman 

I Flexner I Vv 
Hf Flexner II (Ila of Wheeler, 1944) WwW 

Il, VII Flexner II (IIb Wheeler, 1944) wx 

Vv Flexner V P119 

XII Boyd VI D19’”’) 


G. T. L. Archer 


147. Further Observations on the Occurrence of Strepto- 
cocci of Groups other than A in Human Infection 

G. E. Forty. New England Journal of Medicine [New 
Engl. J. Med.] 237, 809-811, Nov. 27, 1947. 17 refs. 


The author has continued his study in Boston on the 
grouping of strains of streptococci isolated from sources 
other than the upper respiratory tract. This was done in 
order to show that groups other than A play a con- 
siderable part in the aetiology of various infections. 
Out of 118 cases investigated 95 showed organisms of 
Strains other than group A, and of these 77 belonged to 
groups B, C and G, D, E, F, and K. The streptococci 
most frequently encountered in the study were those of 
group D, and these were most commonly associated 
with endocarditis, urinary tract infections, and intra- 
abdominal abscesses. Streptococci belonging to groups 
B, C and G, E, F, and K were encountered in infections 
in adults as well as in children. Alpha and beta strains 
were found in groups B and E and alpha and gamma 
Strains in groups F and K, while group D showed the 
greatest variations, since alpha, beta, and gamma types 
were all encountered. The author believes that the 
incidence of streptococci of groups other than A cannot be 
properly ascertained if only colonies giving a beta reaction 
on blood agar are studied. J. Smith 


BACTERIA 
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148. Culture on Slides of the Tubercle Bacillus and its 
Ultravirus. (El cultivo sobre portas del bacilo de Koch 
y su ultravirus) 

A. Caro Vittecas. Laboratorio [Laboratorio, Granada} 
2, 502-510, Dec., 1947. 3 figs., 29 refs. 


This paper is a continuation of previous investigations 
on the culture of tubercle bacilli on microscope slides. 
The author for his cultures uses the medium indicated 
by Kirchner—that is, sodium diphosphate, 3-0; potas- 
sium monophosphate, 4:0; magnesium sulphate, 0-6; 
sodium citrate, 2-05; asparagin, 5-0; glycerin, 20-0; 
aqua, ad 1,000-0; with an addition of 20% serum. He 
describes the development of the tubercle bacilli on this 


‘medium. In the first 24 to 36 hours the bacilli do not 


show any alteration; later, however, modifications can 
be seen in the sense that the bacilli lengthen and become 
finer and slender, and the number of granules diminishes, 
probably because of fusion. The author mentions 
investigations with the tubercle ultravirus which he has 
tried to isolate, basing his work on investigations of 
French authors (Calmette ef al.), but his experiments 
have not yet led to definite conclusions. 

Franz Heimann 


149. Enzymatic Processes in Infection. (Enzymatische 
Vorgiange bei der Infektion) 

H. Btocu. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie {[Schweiz. Z. Path. Bakt.| 10, 366-397, 
1947. Bibliography. 


IMMUNITY 
150. Serological Response to Intranasal Administra- 
tion of Inactive Influenza Virus in Children 
J. J. QuILLIGAN and T. Francis. Journal of Clinical 


Investigation [J. clin. Invest.] 26, 1079-1087, Nov., 1947. 
3 figs., 23 refs. 


In previous experiments on the immunological value 
of inhaled influenza virus, whether active or inactive, 
unconcentrated virus was mostly employed and the 
results were not very satisfactory. The present paper is 
concerned with experiments to determine the antigenic 
value of inactivated concentrated virus given intra- 
nasally by single or multiple sprayings. The effect was 
compared with the results obtained from subcutaneous 
injections of the same vaccine. 

The subjects were children of 8 to 14 years from a 
boarding-school, and were divided into four groups. 
Group I received five intranasal sprayings of virus at 
24-hour intervals, Group II a single spraying; Group III 
received 1 ml. of the vaccine subcutaneously, and 
Group IV received one intranasal spraying of normal 
allantoic fluid. The vaccine consisted of one part PR8 
strain, one part Weiss strain (both type A), and two parts 
Lee strain (type B). The virus preparation was con- 
centrated and inactivated with formalin to a final con- 
centration of 1 in 2,000, and 1 in 100,000 phenyl mercuric 
nitrate was added. It was estimated to contain 10 mg. 
protein per ml. and diluted 1 in 5 for intranasal inocula- 
tion and 1 in 40 for subcutaneous inoculation. The 
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antigenic response was estimated by the agglutination- 
inhibition titration of chicken erythrocytes by Salk’s 
modification of Hirst’s method. Blood was withdrawn 
from each individual under test before vaccination and 
2 and 5 months after vaccination. 

The results showed that the single intranasal inhala- 
tion gave a good antibody response and that the use of 
the 5 daily inhalations gave only slightly higher antibody 
levels. Nevertheless, the subcutaneous vaccine produced 
a greater concentration of antibody, which persisted for 
a longer period. During the observations an epidemic 
of influenza B occurred in the school. It was extremely 
difficult to assess accurately the effect of the vaccination 
on the incidence of clinical infection. Nevertheless there 
appeared to be a difference in the frequency of infections 
in the vaccinated and non-vaccinated groups. In the 
serum removed 5 months after immunization it was 
possible to demonstrate in considerable numbers of 
individuals not suffering from clinical influenza a rising 
titre for virus B antibody, while the titre, for virus A 
antibody was falling. H. J. Bensted 


151. Holt’s Diphtheria Toxoid (P.T.A.P.). AIPO, 
Content, Purity, Ageing, and Durability of Immunity 

G. BouserieLp. Lancet [Lancet] 2, 867-870, Dec. 13, 
1947. 1 fig. 


In a previous paper (Lancet, 1947, 1, 286) the author 
described some limited trials of Holt’s purified pre- 
cipitated diphtheria toxoid. Employing varying doses 
of aluminium phosphate for precipitating the toxoid 


(0-5 ml. containing 5 Lf units), he found that with a dose 
of 7-5 mg. AIPO, the Schick-conversion rate was over 
90% after this primary stimulus. He also found with 
the subcutaneous route of injection that the nodule- 
formation rate bore some relation to the concentration of 
AIPO,. In other words, high doses of aluminium phos- 
phate resulted in high Schick-conversion and nodule- 
formation rates. 

The present paper is concerned with an extension of 
this work. By a technique similar to that described in 
the earlier reports two further sets of P.T.A.P. have been 
examined. Eight groups of 1-year-old Schick-positive 
children (each group consisting of about 80 individuals) 
were immunized by an injection of 0-5 ml. of a relatively 
impure toxoid containing 5 Lf units. The amount of 
AIPO, mixed with the toxoid differed in each group, 
ranging from 1-5 mg. per dose of toxoid to 7:5 mg. 
With the smallest amount of AIPO, the Schick-conversion 
rate was 87:3%%, and this figure rose to 97-7% when the 
concentration of aluminium phosphate reached 7-5 mg. 
per dose of toxoid. This experiment was repeated with 
a further series of children but with a toxoid of great 
purity (in terms of protein). The Lf figure and other 
factors were the same as in the previous series. The 
results were not significantly different, and only slightly 
higher conversion rates were noted with the lower 
concentrations of AlPO,. The results of these two 
experiments were obtained with freshly prepared P.T.A.P. 
When the prophylactic was allowed to stand at room 
temperature for some weeks [exact times and temperatures 


not given] there was some improvement in the Schick. 
conversion rate. 

The durability of immunity induced by P.T.A.P. was 
investigated by immunizing 1-year-old Schick-positiye 
children with 0-3 ml. of the prophylactic containing 3 [f 
units mixed with amounts of AlPO, ranging from 0-15 
to 1-20 mg. One month later a Schick test was per 
formed, and at the same sitting a further injection of g 
similar prophylactic mixture given to each child. At 
the end of 2 years a further Schick test was carried out, 
The numbers’in the series were small, but when the dose 
of 1-20 mg. AIPO, was used to precipitate 0-3 ml. toxoid 
100% of the individuals receiving the two doses remained 
Schick-negative at the end of 2 years. 

A note by Holt records the fact that laboratory animals 
failed to demonstrate any significant antigenic difference 
between toxoids of different degrees of purity. 

[The recorded results of these limited trials are ful] 
of interest and promise, but it would seem that further 
preliminary work is desirable before large-scale field 
trials of this new prophylactic are launched.] 

H. J. Bensted 


152. The Lymphoid Tissue and Antibody Formation 

J. B. Murpny and E. Strum. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N.Y.] 66, 303-307, Nov., 1947. 1 fig., 12 refs. 


While earlier attention was focused on the spleen as 
the possible main site of antibody formation, evidence 
has been accumulating for some time which implicates 
the lymphoid tissue, and more recently the lymphocytes 
themselves rather than other constituent cells of the nodes, 

The authors now bring supporting evidence for the 
lymphocytic origin of antibodies, based on the effect on 
antibody production of the marked lymphoid hyper 
trophy which follows adrenalectomy. (1) Circulating 
lymphocytes are increased by about 4,000 cells per c.mm, 
after adrenalectomy in rabbits. If these animals are 
given an antigen a further increase to over 14,000 is 
liable to occur. Normal rabbits show only a slight 
lymphocytosis after immunization. (2) In two experi- 
ments precipitin development was shown to be greatly 
increased in adrenalectomized rabbits compared with 
normal controls. This was evident both by a higher 
titre and by the relative bulk of the precipitates in lower 
dilutions. (3) Similar increase in agglutinating titre to 
Salmonella enteritidis was shown in adrenalectomized 
rabbits injected with heat-killed suspensions, compared 
with the titre produced in normal animals. It was found 
that the Jethal dose of killed organisms for the test 
animals was about one hundredth of that for intact 
animals. The treatment of adrenalectomized animals 
with the cortical hormones (to suppress lymphoid develop- 
ment) during immunization did not diminish the en- 
hanced antibody response associated with removal of 
the adrenals. The authors ascribe this enhanced response 
to the normal cytoplasmic shedding associated with 
lymphocyte maturation, and the failure of hormone 
therapy to prevent the enhanced response (though 
preventing hypertrophy) to the disruptive action of the 
hormone on lymphocytes producing an abnormally 
rapid release of immune globulin. G. T. L. Archer 
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- urine excreted on the third day of life. 


Paediatrics 


153. Vitamin C in the Blood and Urine of the Newborn 
and in the Cord and Maternal Blood 

B. M. Hamit, B. Munks, E, Z. Moyer, M. KAUCHER, 
and H. H. WiLLtaMs. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 74, 417-433, Oct., 1947. 
Bibliography. 


The plasma concentration of reduced ascorbic acid 
was estimated in samples of cord blood, capillary blood 
from 24 male breast-fed infants, and venous blood 
from their mothers, and compared with the amounts of 
vitamin C excreted in the infant’s urine during the first 
week of life. The results obtained showed wide varia- 
tions, but cord blood contained by far the highest con- 
centration of vitamin C, and the average value for the 
babies’ blood, though only about half that for cord 
blood, was higher than that for mothers’ blood. Con- 
centrations of vitamin C in urine were high during the 
first 2 days of life, but if the babies were not supplied with 
vitamin C urinary excretion dropped rapidly to low levels 
or disappeared as the blood level of the vitamin decreased. 
Vitamin C is thought to exercise a function in cell 
chemistry, and if this is so presumably more of the 
vitamin would be required during the state of low 
oxygen tension of the blood in intrauterine life than after 
birth, at which time changes in renal function contribute 
to abundant urinary excretion. M. Baber 


154. Thiamine, Riboflavin, Nicotinic Acid, Panto- 
thenic Acid and Biotin in the Urine of Newborn Infants 

B. M. Hamit, M. C. RODERUCK, M. KAUCHER, 
E. Z. Moyer, M. E. Harris, and H. H. WILLIAMs. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.| 74, 434-446, Oct., 1947. 2 figs., 41 refs. 


Estimations of the daily urinary excretion of the 
vitamins of the B complex were undertaken in newborn 
infants as a preliminary to assessing the nutritional 
status of the babies as regards these substances. A wide 
range of concentrations was found in specimens collected 
from different infants and even from the same infant 
during the first few days, but maximal average concentra- 
tious of thiamin and of pantothenic acid were found in 
For riboflavin 
the maximal average value was found on the first day, 
and for nicotinic acid and biotin on the second day. 
The concentration of all vitamins in the urine decreased 
greatly after the first few days, very low levels being 
reached by the fifth day post partum in spite of abundant 
intake of breast milk. This large excretion of vitamins 
presumably indicates a high foetal storage, which may be 
related to the intrauterine state of low oxygen tension. 
Changes in pH or oxygen tension, or other physical 
factors which occur at birth, may be responsible for the 
excretion of vitamins in the neonatal period, as the latter 
may be related to purely physiological changes in renal 
function at birth. M. Baber 
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155. Investigations on the Preservability and Preserva- 
tion of Mother’s Milk. Preliminary Report. [In 
English] 

E. SeLeste. Annales Medicinae Internae Fenniae [Ann. 
Med. intern. fenn.] 36, 630-646, 1947. 


The influence of various factors upon the preservability 
of human and cows’ milk was studied by measuring 
decreases in the pH of milk samples over periods of 5 
days, since bacterial growth tends to acidify milk. The 
following were the main conclusions reached; in general, 
these applied whether the milk was preserved at —5-5° C., 
at 20° C., or at 37°C. Human milk drawn from breasts 
cleansed with spirit keeps better, than milk from breasts 
which are merely washed with water. Heating human 
milk to 80° C. for 2 minutes impairs its preservability; 
the reverse is true of cows’ milk. On the other hand, 
when human or cows’ milk is heated to 62°C. for 
20 minutes preservability is improved. When a culture 
of lactic-acid-producing organisms is added to human 
milk which has previously been heated to 62°C. for 
20 minutes, the milk keeps better than milk which has 
not been previously heated. These results can be 
accounted for by assuming the presence of a “* lysozyme ”’ 
in both human and cow’s milk, activation of which by 
moderate heat causes the destruction of bacteria. 

D. Gairdner 


156. Seasonal Incidence of Retarded Growth in Children 
with Nutritive Failure 
S. Dreizen, A. W. MANN, and T. D. Spies. Lancet 


[Lancet] 1, 175-177, Jan. 31, 1948. 11 refs. 


The authors divided 108 children, aged 5 to 14 years 
and of Anglo-Saxon stock, into two equal groups, one 
showing evidence of nutritional failure (test group) and 
the other none (control group). They were weighed, 
measured, and medically examined four times yearly 
over 2 years, during which no food supplements of any 
sort were given. The data were appraised by means of 
the Wetzel grid. Of the control children 15 showed 
evidence of impeded growth, but all these had had 
infectious disease during the 2 years. Of the 54 test 
children, 51 showed evidence of retarded growth. The 
signs of retarded growth were particularly obvious 
during the period June to August. [It is unfortunate 
that the authors did not refer to Bransby’s observations 
(Med. Offr, 1945, 73, 125; 74,95). His results suggested 
that “‘ seasonal variations in growth rate are not natural 
and proper phenomena, but are signs of less-than- 
optimum growth rate ”’.] H. E. Magee 


157. Blood Volumes of Normal Children 

M. Morse, D. E. Casse.s, and F. W. SCHULTZ. Ameri- 
can Journal of Physiology [Amer. J. Physiol.] 151, 448- 
458, Dec., 1947. 3 figs., 15 refs. 
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158. Vitamin-C Requirements of the Sick Child. 
Degradation of the Vitamin in the Organism. 
besoins en vitamine C de l'enfant malade. La degrada- 
tion de la vitamine dans l’organisme) 

P. Roumer, N. Bezssonorr, R. SACREZ, and H. Leroux. 
Semaine des Hépitaux de Paris [Sem. Hép. Paris] 2A, 
456-461, Feb. 26,.1948. 2 figs., 13 refs. 


The determination of the vitamin-C content of the 
cerebrospinal fluid is rendered difficult by the co- 
existence of two active forms of ascorbic acid and of 
two inactive and irreversible degradation products, 
Three methods of testing were employed, each of them 
giving an estimate of a known proportion of these 
constituents and thus making it possible to calculate 
their total and relative content in the cerebrospinal 
fluid. In the healthy child the average total vitamin-C 
content was 28-55 mg. per litre, 93-2% of this being in 
active form. In 3 syphilitic and 3 tuberculous children 
very similar findings were obtained. In 37 other illnesses 
a low total vitamin-C content was found, together with 
a high proportion of degradation products. In 24 
children suffering from chronic illness the influence of 
ascorbic-acid treatment on the cerebrospinal-fluid con- 
tent of vitamin C and its derivatives was studied. A daily 
dose of 10 to 25 mg. of vitamin C per kilo was usually 
sufficient to maintain a normal total cerebrospinal- 
fluid content. A high proportion of this, however, was 
in the form of the degradation product dienol-X. This 
was considered to be an expression of destruction of 
ascorbic acid which continued even with high and 
prolonged administration of vitamin C and persisted for 
the duration of the illness. H. Herlinger 


159. The Effect of Diet and Helminthic Treatment of 
African School Children 

O. D. MACNAMARA. Transactions of the Royal Society 
of Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.) 41, 519-524, Jan., 1948. 8 refs. 


The subjects of this investigation were 165 school 
children living in Central Nigeria. Their diet consisted 
chiefly of guinea corn, with palm oil and small amounts 
of vegetables, fish, meat, ground nuts, cassava, millet, 
yams, and rice. There was evidence of fairly widespread 
deficiency of riboflavin and other members of the B group 
of vitamins and possibly also of vitamin C. Infestation 
with Ancylostoma ,and Schistosoma haematobium was 
common. 

The children were divided into four groups. The first 
group acted as a control group; the second received 
extra food in the form of milk, meat, lime juice, and 
ground nuts so as to provide a good diet; the third group 
was given anthelmintic treatment; and the fourth a 
cheap supplementary diet of ground nuts and lime juice. 
The height, weight, circumference of the chest, and 
endurance (time of hanging from a bar) were measured 
in all the children before and after the experiment, which 
lasted for 100 days. The children given a good diet 
showed a significantly greater increase in weight (not 
height), chest expansion, and possibly endurance, while 
signs of vitamin deficiency disappeared. In those given 


Médicale (Pr. méd.} 55, 597-598, Sept. 13, 1947. 


the cheap dietary supplement there was slight decreag 
in the incidence of vitamin deficiency; since they wer 
older children than those in the other groups, it is no 
possible to compare the changes in growth or endurang 
with those found in the other groups. In the childrep 
given anthelmintics there was no significant differeng 
from the control group as regards growth or endurance 
The effect of this treatment was only transitory, becaug 
65% became reinfested in 3 months. [It is a pity that 


no study was made on the incidence of infestation in the 
children given the good diet.] 


J. Yudkin 


160. Treatment of Infantile Diarrhoea by Streptomycin, 
[In English] 

P. Leistt. Annales Medicinae Internae Fenniae [Am, 
Med. intern. fenn.] 36, 575-583, 1947. 1 ref. 


The mortality rate in cases of infantile diarrhoea treated 
in the Children’s Clinic, Helsinki University, has in recent 
years varied from 20 to 59%. Penicillin having proved 
ineffective, streptomycin has been tried since June, 1947, 
though only in the most severe cases. The drug has 
been given in doses of 5,000 to 20,000 units intra 
muscularly at 3-hourly intervals. Conventional treat 
ment for dehydration was carried out concurrently. In 
38 full-term infants, aged from 1 to 9 months, there were 
8 deaths. In 11 cases in which streptomycin was given 
only after other treatment had been applied without 
result, the effectiveness of the drug was apparent. As 
judged by time of recovery, recovery of weight, and 
number of days in hospital, streptomycin proved beneficial 
in the majority of cases treated, although in 5 fatal cases 
it seemed without effect. All of 8 premature infants 
recovered; in 2 of these streptomycin was given orally 
and appeared as effective as by the intramuscular route. 

D. Gairdner 


161. Mongolism and Familial Stigmata of the Mongolian 
Series. (Mongolisme et stigmates familiaux de la serie 
mongolienne) 

R. Turpin, G. BEeRNyER, and C. TEISSIER. Presse 
11 refs. 


Previous observations have established that certain of 
the physical. anomalies of the mongol are often 
encountered in the forebears and collaterals of mongols, 
and the occurrence of mongolian characteristics in other 
types of mental deficiency has been noted. This paper 
presents some fresh data bearing on this subject. 

Haematological findings were as follows: (a) ABO 
blood groups were of the same general distribution in the 
population at large and in mongols and their parents 
and cousins [number of subjects investigated not stated]. 
(5) In an investigation of a group of 36 mongols, 58 
parents of mongols, and 29 cousins of mongols, no 
significant abnormality in distribution of the Rh-blood 
group was detected. (c) As regards the Arneth counts 
in a group of mongols, of normal controls, of parents 
of mongols, and of siblings of mongols [numbers in each 
group unspecified], the mongol group showed a significant 
“* shift to the left’, though the spread of the curve was 
no greater than in the other groups. In other relatives 


in 


of mongols there was no significant difference from 
rmal. 
The ridged tongue, which occurs, according to the 
authors, in 83% of mongols, was present in 1-3% of a 
general sample of the Parisian population. It was noted 
5 times in 80 mothers of mongols, 8 times in 73 fathers, 
and 8 times in 124 cousins, so a significantly higher 
incidence in relatives of mongols is deduced. 
The mongol finger print is distinguished from that of 
normal controls by a greater proportion of loops to 


whorls, least obvious in the little finger where the loop — 


is normally more frequent; moreover the loops on a 
mongol’s finger arrange themselves along the axis of 
the finger. In an investigation of the skin creases on 
the palms, soles, and digits of a group of 53 mongols, 
the authors found a significantly larger number of creases 
per unit area in the mongol group. Since the intervening 
ridges were shown to be no longer than in normal 
subjects, the individual creases must evidently be finer 
than normal in mongols. The single transverse crease 


across the mongol palm was seen in 58-5% of the authors’ 


53 cases. In relatives of mongols (fathers, mothers, and 
cousins, 119 in all) the average incidence of this crease 
was 9%, compared with 0-87% in 575 controls. 

M. MacGregor 


162. Penicillin in Treatment of Empyema in Children 
G. E. Prince and W. J. TempLe. American Journal of 


Diseases of Children [Amer. J. Dis. Child.| 74, 447-455, 


Oct., 1947. 3 figs., 7 refs. 


Nine cases of empyema in children whose ages ranged 
from 5 weeks to 5 years are described. The causative 
organism was Staphylococcus aureus in 4 cases and a 
pneumococcus in 2. No organism was cultured from 
the empyema fluid in 2 cases, and in the remaining case 
Haemophilus influenzae was cultured after surgical 
drainage, but the pus had been sterile on culture before 
operative intervention. Treatment consisted of aspira- 
tion of the fluid and instillation of penicillin into the 
pleural cavity in doses varying from 10,000 to 50,000 
units, the average number of aspirations being four. 
Penicillin was also given intramuscularly, and 1 patient 
responded to intramuscular penicillin injections and 
aspirations of fluid only. Six of the 9 patients responded 
well to treatment, but 3 required surgical drainage in 
addition. In 2 of these the presence of a pneumothorax 
with bronchopleural fistula prevented the lung from 
re-expanding, and the third patient had such thick pus 
laden with fibrin clots that aspiration was inefficient. 
No tests of sensitivity to penicillin were made. 

M. Baber 


163. The Coronary Arteries of Infants 

W. L. Minkowski. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 214, 623-629, Dec., 1947. 
1 fig., 21 refs. 


The author, at the Beth Israel Hospital, New York, 
examined histological sections of coronary arteries of 122 
male and 82 female infants. The majority of children 
were stillborn or less than one week old. The literature is 
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reviewed, with particular reference to the investigations 
of Dock (J. Amer. med. Ass., 1946, 131, 875). Intimal 
changes, such as the presence of a musculo-elastic and/or 
elastic layer, were found in 60% of male and 51% of 
female infants. 

To study the influence of sex on these .coronary 
changes the author selected a group of 51 males and 25 
females not more than 1 day old in whom the cause of 
death was either birth injury or asphyxia. He estimated 
the intima: media ratio of the coronary arteries, and 
found that the mean difference between male and female 
was significant. Of the male infants 43% showed 
varying degrees of intimal thickening compared with 35% 
of females. Intimal changes were found often in older 
infants and children in whom death had followed 
bronchopneumonia or other infection. Whatever the 
significance of the sex difference in thickness of coronary 
intima and whatever the importance of bacterial or other 
toxins in the production of these changes, the true mean- 
ing of their findings and their relation to adult athero- 
sclerosis and the so-called early adult arteriosclerotic 
lesion, constitute, according to the author, still unsolved 
problems. A. I. Suchett-Kaye 


164. Cerebral Abscess: A Complication of Congenital 
Cardiac Disease (Fallot’s Tetralogy). Report of Two 
Cases with Diagnosis and Operation - 
A. HAND. Journal of Pediatrics [J. Pediat.] 31, 662-668, 
Dec., 1947. 3 figs., 3 refs. 


The greater susceptibility of patients with congenital 
heart disease to cerebral abscess seems established by a | 
study of the reports on 36 cases. One of these, the 
author’s own case, is described in detail. The abscess 
probably forms by paradoxical embolism from a septic 
venous thrombosis through a patent septum, foramen 
ovale, or ductus arteriosus. Patients with Fallot’s 
tetralogy seem particularly prone to this complication. 
The author pleads for greater stress in medical textbooks 


on this susceptibility, and for full awareness of this 


possible complication whenever an acute illness, referable 
to the central nervous system, develops in patients with 
congenital heart disease. H. Herlinger 


165. Sydenham’s Chorea. Report of 140 Cases and 
Review of the Recent Literature — 

J. SCHWARTZMAN, D. H. MCDONALD, and ‘ PERILLO. 
Archives of Pediatrics [Arch. Pediat.] 65, 6-24, Jan., 
1948. Bibliography. 


The authors review a series of 140 cases of Syden- 
ham’s chorea. The ratio of females to males was 
1:5 : 1, and of white to negro patients, 2-34-: 1. Most 
of the patients were between 7 and 14 years. The 
majority developed chorea in the first 8 months of the 
year. (This series is from New York.) There was a 
great fall in the number of cases admitted in the last 
5 years ; the authors explain this as being due to a general 
improvement in living standards and prophylactic care. 
Two or more attacks occurred in 35-1%, negroes having ~ 
fewer recurrences than white children; 23-4% had a 
history of rheumatic fever, and 17:1%a family history of 
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rheumatism. Some cardiac abnormality was present in 
81, but only 40 of these were shown to be organic; 
50-45% had some other manifestations of rheumatism. 
Hemichorea was found in 7 cases, 6 being left-sided; 
2 of these had a history of head injury. The best 
therapeutic results were obtained with pyridoxin; in 
two-thirds of the cases treated with this drug the condition 
cleared up in less than a month. The authors state, 
however, that the numbers are not big enough to warrant 
generalizations. There was no evidence that the 
incidence of chorea was diminished by removal of tonsils. 
[The figures given do not differ greatly from those of 
other series, which the authors quote freely.] 
J. G. Jamieson 


166. Serum Amylase in Mongolism 
E. M. Bixsy. American Journal of Mental Deficiency 
[Amer. J. ment. Defic.) 51, 372-377, Jan., 1947. 10 refs. 


The determination of serum amylase, which is useful - 


in the diagnosis of mumps and of pancreatitis, in both 
of which the serum amylase is high, is also of value in 
diagnosing liver disease in which serum amylase is low. 
There is disagreement on the normal range of values. 
Somogyi found that the diastatic activity of blood plasma 
of healthy human beings varied from 80 to 150 mg. per 
100 ml. In 1,209 hospital patients the variation was 
from 60 to 150. Lewison found a broader range, from 
40 to 175, with serum instead of plasma. The author, 
using the procedure of Lewison with only minor modi- 
fications, compares her results with his. Twenty-nine 
mongoloid patients were tested and the results compared 
with those in 13 controls. The range for 12 controls 
was 39 to 115, average 77. Among the mongoloid 
patients a serum amylase value of 9 mg. per 100 ml. for 
an infant of 5 weeks was only a rough approximation. 
There were no apparent reasons for four other low 
values—13, 23, 31, and 32—although the patients may 
have been recovering from subclinical attacks of in- 
fective hepatitis. Including the low values the average 
was 68 mg. per 100 ml. for 28 mongoloid patients; 
excluding the low values it was only a little lower than 
the average of 78 mg. per 100 ml. for 50 controls by 
Lewison. Myra Mackenzie 


167. Premature Closure of the Cranial Sutures 
D. R. Simmons and W. T. Peyton. Journal of Pediatrics 
[J. Pediat.) 31, 528-547, Nov., 1947. 5 figs., 54 refs. 


Various surgical procedures, mostly unsuccessful in 
altering the patient’s ultimate disability and often attended 
by a considerable mortality rate, have been described 
for the treatment of craniostenosis in its various forms. 
Many disappointments have been due to failure to 
recognize the fact that the patients suffered from micro- 
cephaly with’ mental retardation but without signs of 
raised intracranial pressure, and were not cases of true 
craniostenosis. The growth of the cranium is dependent 
on, and normally keeps pace with, the growth of the 
brain, which has practically reached its adult size by the 
age of 3 years. Early closure of sutures after this age 
will result in alteration in shape of the skull but will have 


little effect on mental development, whereas if it 

earlier and the brain is growing normally papilloedeal 
visual i impairment, mental retardation, epilepsy, headache 
and other signs of increased intracranial pressure develop, 
In typical oxycephaly (pointed skull), exophthalmos ang 
divergent squint due to shallow orbits and divergeng 
of the visual axes occur also. Commonly associated 


congenital abnormalities, such as syndactyly and mop 


golism, argue in favour of the theory that an inheren 
defect in the germ plasm is a cause of this condition, 
There is also a distinct tendency for it to be familial ang 
inherited. 

The authors stress the fact that clear signs of increased 
intracranial pressure occur late in the condition, ang 
that optic atrophy is also a late sign and secondary ig 
most cases to papilloedema. The optimum time fo 
successful surgical treatment is before cerebral damag 
occurs. Retardation of mental development may 
recognized in the early months of life and the authoy 
consider this to be the indication for surgical interventiog 
in a patient with a skull deformity and radiological 
evidence of synostosis. [It is difficult, however, to se 
how the cases of the microcephaly with early closure of 
sutures can be differentiated.] 

Subtemporal decompression and various other oper 
tions have been designed for the relief of craniostenosis, 
Linear craniectomy—that is, removal of strips of bone 
along the prematurely synostosed sutures—has given 
promising results especially in young infants, whose skull 
bones are thin and flexible. On the other hand bridges 
of bone tend to occur across the artificial sutures, and 
expansion of the skull is thus arrested. The author 
describe a method of interposing tantalum foil between 
the bone edges to prevent this regeneration. In older 
children with thick skulls the multiple groove method 
known as morcellation is preferable, and in adults with 
visual disturbances and headache subtemporal decom- 
pression is recommended. Decompression of the optic 
canal is not generally indicated but may be considered 
in certain cases in which direct pressure on the optic 
nerves may be suspected or in which decompression has 
failed to arrest progressive loss of vision. M. Baber 


168. Urinalysis in Dehydration Fever 
J. THOMSON. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 22, 226-231, Dec., 1947. 8 figs., 6 refs. 


In 2 cases of dehydration fever in the newborn, the 
daily output of urine with its specific gravity, urea, and 
chloride concentration is recorded. These observations 
are related to the time of onset and subsidence of the 
pyrexia. The figures for the urinalysis are compared 
with those for normal average apyrexial newborn babies. 
From the observations made it would appear that the 
kidney of the newborn infant is capable of concentrating 
urine to a much greater extent than is generally recognized. 
—[Author’s summary.] 


J. A. GosMAN. Ohio State Medical aan [Ohio St, 
med. J.] 43, 1142-1143, Nov., 1947. 
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169. A Common Foot Disorder First Manifesting Itself ' 
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Medicine : 


170. Effects of Immobilization upon Various Metabolic 
and Physiologic Functions of Normal Men 

J. E. Derrrick, G. D. WHEDON, and E. Snorr. 
American Journal of Medicine [Amer. J. Med.] 4, 3-36, 
Jan., 1948. 7 figs., 74 refs. 


In order to determine the possible hazards of rest in 
bed observations were made on 4 healthy young men in a 
ward for metabolic studies during a 5 to 7 weeks’ control 
period, during a period of immobilization lasting 6 to 7 
weeks (in which time the subject was placed in bivalved 
plaster casts from the umbilicus to the toes), and during 
the subsequent recovery period of 4 to 6 weeks. The 
diet was kept constant throughout. During immobiliza- 
tion there was increase in nitrogen excretion and in both 
faecal and urinary calcium excretion. The latter was not 
accompanied by any appreciable increase in urinary 


volume, but there was a slight rise in urinary pH anda : 


failure of the citric acid level in the urine to rise parallel 
with the rise in calcium level, thus favouring the precipita- 
tion of calcium phosphate in the urinary tract. Excre- 


’ tion of phosphorus, total sulphur, sodium, and potassium 


increased. During recovery these elements were 
retained. Immobilization resulted in an _ increased 
tendency to fainting in tilt-table tests which appeared to 
be due to deterioration in the mechanism controlling 
circulation in the legs. Muscle mass and strength in the 
immobilized limbs decreased significantly and the basal 
metabolic rate and total blood volume decreased 
slightly. Exercise tolerance diminished, but there was 
little change in body weight and no significant change in 


_ blood coagulation, circulation time, heart size, electro- 


cardiogram, blood pressure, blood count, vital capacity, 
maximum ventilation capacity, or capacity for breath- 
holding. Return to previous levels of these various 
physiological. functions required 3 to 6 weeks. 

C. Bruce Perry 
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171. Acute Panarteritis in Allergic Persons 

J. B. Mtace, K. H. DogeGe, and M. Archives of 
Internal Medicine ‘[{Arch. intern. Med.| 80, 791-798, 
Dec., 1947. 3 figs., 26 refs. 


Two cases are described of polyarteritis nodosa occur- 
ring in men previously subject to hyperergic dermatitis. 
In one, 3 ft. (0-9 m.):of gangrenous ileum was removed at 
operation and an acute necrotizing inflammation was 
found in the arterioles of the mesentery and bowel wall. 
There was clinical evidence of haemorrhagic nephritis. 
Cessation of all medication was followed by recovery, 
except for residual renal damage. The other man had 
been treated for pneumonia, apparently successfully, with 
a sulphonamide some 3 months before the onset of his 
last illness. This was of the vague abdomino-renal type 
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General | 


and ran a progressive course of 5 months, death being 
mainly due to renal failure. Again the arteriolar lesions 
were mainly visceral, with greatest incidence in the 
kidneys and liver. 

The authors refer to the published work supporting the 
hyperergic basis of polyarteritis nodosa, and suggest 
that the “ anti-allergic ’’ drugs may have a value in the 
treatment of this and the other diseases which it is fashion- 
able to group with polyarteritis. A. C. Lendrum 


172. The Allergen(s) of House Dust. Purification and 
Chemical Nature of Active Constituents 

C. Rimincton, D. E. STILLWELL, and K. MAUNSELL. 
British Journal of Experimental Pathology (Brit. J. exp. 
Path.] 28, 309-325, Oct., 1947. 3 figs., 13 refs. 


The authors describe their technique for preparing a 
purified extract of the allergens of house dust. The 
various extracts were assayed by skin tests, carried out 
on dust-sensitive subjects, and 1% solutions (w/v) of the 
various fractions of dust antigen were made up in 0-5% 
carbol normal saline and sterilized by immersion in 
boiling water for 30 minutes on each of 3 successive days. 
They were then centrifuged and the supernatant fluid 
was removed under sterile conditions. Eight serial 
dilutions of 1 in 10 were prepared from each fraction. 
The first was not used for testing allergic individuals 


. because it was often found to give positive reactions in 


normal subjects. 

A crude extract was prepared by mixing dust with 
sufficient 0-01 N ammonia solution to give a thick mud. 
After 24 hours the liquid was mechanically expressed, 
and the residue re-extracted with half the volume of 
ammonia for a further 24 hours. The combined extracts 
were centrifuged and the supernatant liquid filtered 
through kieselguhr. Sodium benzoate, 20 g. per litre, 
was added, and hydrochloric acid (1 part concentrated 
acid to 5 parts water) was added while stirring until 
precipitation of benzoic acid was complete. The pre- 
cipitate was filtered off and stirred with acetone to 
dissolve the benzoic acid, and the insoluble material was 
collected on the centrifuge, washed twice with acetone, 
once with alcohol, once with ether, and dried in vacuo. 
Differential adsorption upon benzoic acid was attempted 
but not achieved. The resulting dark powder was 
mixed intimately with distilled water, 20 ml. per g., and 
allowed to stand for 48 hours, and the aqueous solution 
was separated on the centrifuge and the extraction 
repeated on the insoluble material. The final insoluble 
material was discarded. Acetone, 25%, was added to 
the .combined aqueous extracts. After 24 hours the 
precipitate was removed by centrifugation and discarded, 


and the acetone concentration raised to 75%. After 


22 hours the second acetone precipitate was collected 
on the centrifuge, washed with alcohol and ether, and 
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dried in vacuo. The substance was termed “ standard 
crude antigen ”’, and could be used for desensitization. 
Analysis showed that it contained hexose (as galactose) 
20 to 30%, nitrogen 2 to 3%, ash 35 to 50%. 

The ash content of the crude extract could be removed 
without loss of activity either by dialysis against 2% 
(w/v) citric acid, followed by precipitation with 25 and 
75% acetone, or by warming with sufficient ammonia 
to bring the pH to 8-0, filtering, reacidifying to pH 4-0 
with hydrochloric acid, and dialysing. The material 
so obtained was called standard purified antigen and 
contained hexose (as galactose) 40 to 60%, nitrogen 
5 to 7%, total phosphorus 0-25%, traces of sulphur and 
free phosphate ash 1-8%. 

Fractionation by addition of 90% phenol, and subse- 
quent addition of ethanol, failed to isolate a more con- 
centrated active fraction. Electrophoretic examination 
of standard purified antigen isolated two components, 
both of which invariably caused skin reactions in dust- 
sensitive patients. Analysis indicated little difference in 
composition or biological potency between these two 
components. The standard purified antigen inhibited 
the agglutination of A, B, or O erythrocytes by their 
respective anti-sera, but the inhibitory activity is of a low 
order compared with preparations of A, B, and O group 
specific factors. The activity of the specific antigenic 
material appears to reside in an association of amino- 
acids. R. S. Bruce Pearson 


173. The Allergen(s) of House Dust: Comparison with 
Products Derived from Moulds 

D. E. StTit-weit, C. RIMINGTON, and K. MAUNSELL. 
British Journal of Experimental Pathology [Brit. J. exp. 
Path.] 28, 325-330, Oct., 1947. 8 refs. 


The dust antigen prepared by the authors resembles 
clinically the antigen prepared from moulds by Hassid, 
Baker, and McCready. Both have a nitrogen content 
of 2 to 3% and yield 20 to 40% reducing sugars on hydro- 


lysis, and both give a negative biuret test. Experiments 
were carried out to compare the biological effect of these 
two antigens. Standard crude dust antigen was employed 
and a preparation of mould antigen prepared as follows: 


“Each mould was grown on Czapek-Dox medium for 
1 month at 25°C., the growth removed and ground in a 
mortar with sand and 10 ml. normal saline, and the suspen- 
sion then filtered through a sintered glass funnel. The 
extract so obtained was sterilized by steaming at 100°C. 
for half an hour on 3 successive days, after the addition of 
or (0-5 g. to 100 ml.). The medium on which the mould 

ad grown was filtered through a No. 1 Whatman filter 
paper, and the filtrate sterilized as above after the addition 
of phenol to the same concentration.” 


The pooled mould extracts so prepared, mould 
culture fluids, and media controls in a strength of 
approximately 3x 10-* gave no reaction in any of 15 
normal subjects tested. Dust antigen of concentration 
1x 10-* was used for comparison. Sixty-two patients 
with vasomotor rhinorrhoea were now tested with these 
extracts: 45 were dustesensitive and 15 of these reacted 
to the mould extract. No case reacted to mould and 
not to dust. There was, however, no demonstrable 
quantitative relation between the degrees of sensitivity 


to dust and moulds. Some subjects who reacted strongly 
to dust failed to react to moulds, whereas others, only 
weakly dust-sensitive, gave strong reactions to moulds 
Tests were also made with material predominantly 
polysaccharide in character isolated from four species of 
Penicillium and one species of Caldariomyces and positiye 
reactions were obtained in some subjects who wer 
sensitive to dust antigen and mixed mould antigep, 
Examination of these polysaccharide materials by 
chromatography after hydrolysis showed that the 
contained several simple amino-acids and that they 
resembled each other and the purified antigen of houg 
dust. R. S. Bruce Pearson 


174. Bronchial Asthma in Patients over the Age of 
Fifty-five Years. Diagnosis and Treatment 

A. H. Rowe and A. Rowe. Annals of Allergy [Ann 
Allergy] 5, 509-518, Nov.—Dec., 1947. 14 refs. 


Over the age of 55, asthma is due with equal frequency 
to food or inhalants, rarely to drug allergy, and very 
rarely to bacterial allergy. This opinion is based on the 
findings in 173 private patients, who obtained good or 
excellent results from treatment. A thorough analysis 
of the patients shows that 22 had their asthma for less 
than a year, 54 for more than 10 years. Seasonal 
exacerbations, other manifestations of allergy, family 
history of clinical allergy, and the results of scratch tests 
are reported. Seventy-three patients gave no skin 
reactions to any food or inhalant allergens. Elimina- 
tion diets have therefore been used to study suspected 
food sensitization. A cereal-free elimination diet is 
preferred because of the frequency of allergy to cereal 
grains as well as to milk, egg, wheat, chocolate, and other 
food excluded from the diet. Detailed arrangements 
must be made and controlled by the doctor. Allergy 
to inhalants is less frequently associated with negative 
skin tests than is allergy to food; 98 patients proved to 
be allergic to pollen and other allergens, 35 to house dust 
and others. Fungi are unimportant as a cause of allergy 
in California. Environmental control and pollen filters 
were beneficial. Desensitization with strong con 
centrations of up to 1 in 50 are usually necessary, but in 
co-seasonal treatment dilutions up to 1 in 5,000 millions § 
may be required. Specific and symptomatic control by 
drugs is outlined. In 55 out of 62 cases unrelieved 
asthma was due to lack of co-operation of the patient. 
Sedatives are contraindicated as they depress respiration 
and at times result in death. E. M. Fraenkel 


175. The Effect of Drugs in Modifying the Response of 
Asthmatic Subjects to Inhalation of Pollen Extracts as 
Determined by Vital Capacity Measurements 

I. W. SCHILLER and F. C. Lowet. Annals of Allergy 
[Ann. Allergy] 5, 564-566, Nov.—Dec., 1947. 6 refs. 


Vital capacity measurements made with a Benedict- 
Roth metabolism machine on 3 asthmatic patients after 
inhalation of aerosol extracts of pollen, histamine, and 
*“*mecholyl” (acetyl-8-methylcholine) showed _ that 
** pyribenzamine ’’ protected against inhaled histamine 
and restored the vital capacity when this had been 
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lowered by inhalation of histamine. Atropine decreased 
the response to inhaled mecholyl, but pyribenzamine was 
here without effect. Neither pyribenzamine nor atropine 
had any influence on the pulmonary response to inhaled 
lien extracts. This seems to indicate that neither 
acetylcholine nor histamine is a determining factor in 
the production of the pollen-induced asthmatic attack. 
E. M. Fraenkel 


176. Spirometric Evaluation of “ Ethyl-nor-epine- 
phrine ’’ in Bronchial Asthma 

L. Levy and J. H. Seasury. Journal of Allergy [J. 
Allergy] 19, 58-61, Jan., 1948. 13 refs. 


The effect of ethyl-nor-epinephrine (ethyl-nor-adren- 
aline) was studied in 10 asthmatic subjects in whom 
adrenaline itself regularly produced undesirable effects. 
Fight of the 10 patients were completely relieved in 
from 10 to 15 minutes. The increase in vital capacity 
in these subjects was demonstrated by spirometric 
readings. The only unpleasant reaction experienced was 
palpitation in 1 case. Of the 2 patients who failed to 
respond satisfactorily, 1 became too dyspnoeic 8 minutes 
after the administration of the drug to continue spiro- 
metric readings, and 1 was only partly relieved. In all 
cases the effect of the drug was to increase the heart rate 
and to lower the diastolic blood pressure. 

R. S. Bruce Pearson 


177. Anti-asthmatic Effects of a New Synthetic Anti- 
spasmodic, beta-Diethylaminoethyl 9, 10-Dihydroaiith- 
racene-9-Carboxylate Hydrochloride 

M. M. HARTMAN. Aanals of Allergy [Ann. Allergy] 5, 
536-540 and 593, Nov.—Dec., 1947. 6 refs. 


The new drug referred to as compound No. 887 is an 
antispasmodic of the musculotropic type like nitrites 
and papaverine, and when tested on guinea-pigs after 
intravenous injection of histamine, in spasm of the ileum, 
or in lung-perfusion experiments it was found to be 
twenty times more potent than papaverine and one-fifth 
as effective as epinephrine (adrenaline). 

In a group of 30 adult ambulatory asthmatic patients 
of the intrinsic, extrinsic, and combined types it was found 
that administration of 0-2 g. every 4 hours was sufficient 
to give relief to 25, but 16 of those relieved from coughing 
and wheezing had some degree of sedation or hypnosis. 
Another group of 30 patients who were left to make their 
own choice of dose had a tendency to use 0-2 g. at bed- 
time and 0-1 g. every 4 hours during the day. Vertigo or 
dizziness, observed as a side-effect in a minority of cases, 
can be abolished by proper dosage control. The objec- 
tive criteria employed for the relief of asthma were dis- 
appearance or diminution of rhonchi, and relief of 
dyspnoea with shortening of expiration and increase of 
vital capacity. Subjective criteria were disappearance of 
wheezing, cough, and shortness of breath, and an 
undisturbed night’s rest in the horizontal position after 
disturbed nights and orthopnoea. Some 80% of patients 
whose asthma was moderately severe but who were 
ambulatory benefited from the use of the drug. » 

E. M. Fraenkel 
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178. Obesity in Young Girls Due to Malnutrition. 
(Uber die Hungerfettsucht junger Madchen) 

G. TuieNHAus. Arztliche Wochenschrift [Arztl. Wschr.] 
3, 48-51, Jan. 30, 1948. 


Under the influence of long-standing undernourish- 
ment in young girls in the years after puberty a definite 
obesity develops instead of wasting or a starvation 
oedema. Details are given of 21 such cases in young 
women whose rations furnished little more than 700 
calories daily and who had suddenly begun to put on 
weight rapidly in spite of constant hunger. The cause 
seems to be lack of protein and a diet low in fat and fat- 
soluble vitamins. This obesity appears to be related to 
dystrophia adiposogenitalis, and is the result of profound 
disturbances in neuro-endocrine regulation, which in the 
female organism result in a tendency to fat deposition, 
with a special lability of the regulation mechanism in the 
years after puberty. Harold Jarvis 


179. Wernicke’s Encephalopathy Simulating Diabetic 
Coma 

F. A. Jones and V. C. Ropinson. Lancet [Lancet] 2, 
907-909, Dec. 20, 1947. 3 figs., 21 refs. 


The authors report a case, believed to be unique, in 
which the symptoms consisted of signs of inanition and 
dehydration, drowsiness proceeding to restless coma, 
rigidity of limbs and absence of deep reflexes, a glazed 
tongue, and nystagmoid movements of the eyes, face, 
neck, and arms; the patient also refused food and 
drink. The urine contained much albumin and sugar 
but no ketones. The cerebrospinal fluid was normal 
but pressure was raised. The patient, a man aged 63, 
had a history of a septic corn on the foot with cellulitis 
for 2 weeks and the above symptoms for 3 days. 

In the absence of lipaemia and ketonaemia the first 
diagnosis of diabetic coma was discarded in favour of a 
hypothalamic vascular lesion, and on the third day of 
observation Wernicke’s encephalopathy was diagnosed. 
Despite treatment with intravenous saline and glucose, 
insulin, vitamin-B complex, ascorbic acid, and nicotinic 
acid the man died soon afterwards of pulmonary oedema. 
At necropsy many small “ flea-bitten’’ areas were seen 
in the pons and subthalamic region, in the fornix and 
commissure but not in the corpora mammillaria. The 
histological changes were considered “‘ consistent with 
a diagnosis of Wernicke’s encephalopathy”, but the 
authors suggest that the clinical features correspond 
more closely to the nicotinic-acid-deficiency encephalo- 
pathy of Jolliffe and others. 

The authors discuss whether the encephalopathy 
developed in a diabetic or whether the hyperglycaemia 
was due to a lesion in the hypothalamus. They believe 


_that the evidence favours the second hypothesis. 


H. S. Stannus 


180. Variables Affecting the Assay of Insulin 
L. I. and S. Rampton. Endocrinology [Endo- 
crinology] 42, 31-37, Jan., 1948. 1 fig., 9 refs. 
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181. Lathyrism. (Lathyrismus) 

A. Kess_er. Monatsschrift fiir Psychiatrie und Neurologie 
[Mschr. Psychiat. Neurol.] 113, 345-376, 1947. 5 figs., 
9 refs. 


The author observed 1,400 prisoners in a German 


concentration camp in the Ukraine in 1942-3. The diet - 


consisted of 200 to 400 g. of Lathyrus sativus (L.S.), a 
legume which is commonly eaten in the country, and 
200 g. of bread made from 80% barley meal and 20% 
finely ground straw. The men worked daily at tunnel 
construction. After 2 months—that is, in November, 
1942—the disease appeared, precipitated, it is believed, 
by the exhausting work, the grossly deficient diet, and the 
severe cold. Ukrainian prisoners who were accustomed 
to eat L.S. also became ill. The disease was characterized 
by severe muscle cramps all over the body, brought on 
by cold, and lasting for about a minute at a time. There 
was frequency of micturition, up to 80 times a day, with 
exaggerated lower limb reflexes, patellar and ankle 
clonus, and a positive Babinski sign. After the prisoners 
had received this diet for 3 months a spastic paresis of 
the lower limbs set in; later vasomotor disturbances led 
to symmetrical gangrene and loss of the toes in 10% of 
cases. There were 800 cases and 4 deaths from ascending 
gangrene. When L.S. was replaced by bread, maize, 
potatoes, milk, and horse-flesh, improvement generally 
resulted. With warm weather and a better diet in the 
spring of 1943 the disease disappeared. Calcium gluco- 
nate, glucose, and vitamins A, B,, C, and D were without 
apparent effect. Most of the mild and moderate cases 
recovered completely, but in 30 of the more severe cases 
there was permanent crippling. The toxin remains 
stable, even after hours of cooking, and the cooking 
water contains the toxin. The whole legume, even when 
sieved, is also toxic. The author reviews previous work 
on the isolation and identification of the toxin and cites 
the physiological and pathological findings in experi- 
mental animals. H. E. Magee 


t 
182. Studies on the Mechanism of the Fanconi Syndrome 


J. M. Stowers and C. E. Dent. Quarterly Journal of 
Medicine (Quart. J. Med.] 16, 275-290, Oct., 1947. 
6 figs., 64 refs. 


Fanconi’s syndrome is characterized by a rachitic 
state resistant to vitamin D, a low serum inorganic 
phosphorus, and renal glycosuria; an excessive urinary 
excretion of amino-acids and phosphates has been 
described, and in a greater number than can be explained 
on the basis of coincidence liver changes (focal necrosis, 
cirrhosis, and fatty infiltration) have been reported. In 
this paper the authors record a case in a man of 35 who 
had severe osteomalacia in the.absence of any dietary 
deficiency of vitamin D, mild diabetes with renal 
glycosuria, amino-acids in the urine (without excessive 
cystine or methionine excretion), hypophosphataemia, 
and impaired renal function; the liver showed focal 
centrilobular necrosis with nodular hyperplasia and a 
carcinomatous change (malignant hepatoma). The 
differential diagnosis from hyperparathyroidism second- 
ary to renal failure, and from hyperchloraemic nephro- 
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calcinosis (with its high plasma chloride and low plasny 
bicarbonate) is discussed. Details of the investigation, 
including special metabolic studies of the amino«agig 
and sulphur metabolism and the ionic equilibrium of th 
serum and urine, are recorded. No significant chang 
in the metabolism of sulphur-containing amino-acig 
was found, though this had been previously noted. Iti 
suggested that the excessive excretion of glucose ang 
amino-acids is dependent on the lack of adequate phos 
phate for their effective phosphorylation; thus thei 
tubular reabsorption is impaired; besides a low rengl 
threshold for phosphates, hyperphosphaturia may resy} 
from a chronic mild acidosis. Histochemical method 
pointed to a deficient phosphorylation mechanism in the 
proximal convoluted tubules. The theory that the liye 
changes resulted from amino-acid deficiency analogoy 
to that producing the trophopathic cirrhosis of Him 
worth and Glynn could not be sustained; no satisfactoy 
explanation is offered for the hepatic lesions. 

A detailed study of the hereditary features of Fanconi 
syndrome led the authors to conclude that probably two 
allelomorphs may be responsible for its genesis, a dom 
nant in adults and a recessive in young children; but th 
diversity of features in individual cases suggests that ther 
may be modifying genes which play an important sub 
sidiary role in influencing the manifestations of th 
determining dominant or recessive genes. 

Henry Cohen 


183. Effects of Anterior Pituitary Extract and Hypo 
physectomy on Blood-Sugar Levels after Injection 
Alloxan 

M. GrirritHs. Nature [Nature, Lond.| 160, 758-75, 
Nov. 29, 1947. 5 refs. 


[Diabetes may be produced in certain animals by 
pancreatectomy, by injections of Young’s extract of the 
anterior pituitary, and by injection of alloxan. Hypo 
glycaemia, thought to be due to release of insulin from 
necrotic islet tissue, may precede alloxan diabetes, and 
spontaneous hypoglycaemia is observed in rats in which 
the hypophysis has been removed by operation. Th 
difficulty of producing diabetes by pancreatectomy i 
the hypophysectomized is well known.] These facts ar 
relevant to the study of the present article, in which th 
author criticizes conclusions drawn from experiments it 
which hypophysectomized animals are treated with 
alloxan shortly after the operation. Experiments at 
described which show that for a short period after 
operation unpredictable changes may be observed it 
the blood-sugar level. Moreover, if alloxan 3 
administered after a longer period (8 days after hypo 
physectomy) any hypoglycaemia which is observed maj 
well be the spontaneous hypoglycaemia that is # 
characteristic feature of the hypophysectomized rat. 

Approaching the problem from a different aspect, S 
author studied the effect of alloxan in animals which hat 
received injections of Young’s extract, equivalent in al 
to 5 g. of fresh anterior lobe, 24, 17, and 3 hours befor 
operation. Results varied according to the weights ¢ 
the animals used. Rabbits weighing 800 g. had, 2 ho 
after intravenous injections of 200 mg. per kilo of alloxa 
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a blood sugar of 160 mg. per 100 ml., as against 110 mg. 
f per 100 ml. in the controls, and the onset of hypoglycaemia 
was delayed. In rabbits weighing 500 g. the average level 
after 2 hours was 113 mg. per 100 ml., and this was 
followed by pronounced hypoglycaemia, whereas in the 
controls only hypoglycaemia (67 mg. per 100 ml.) was 
observed. H. Whittaker 


184. Effect of Certain Substances on the Prevention of 
Diabetogenic Action of Alloxan 

§. BANERJEE. Science [Science] 106, 128-130, 7 8, 
1947. 6 refs. 


From experiments on small groups of animals the 
author concludes that the diabetogenic effect of alloxan 
can be prevented by nicotinic acid, and that the entire 
nicotinic-acid molecule is concerned in this inactivation. : 
Other compounds which, like nicotinic acid, contain 
both a carboxyl group and pyridine ring had a similar 
effect, but no alteration of the diabetogenic action was 
demonstrated when substances including only the group 
or the ring were used. Another substance thought to 
prevent the action of alloxan was 1,2-dimethyl-4-amino- 
§(d-1’-ribitylamino)-benzene which by condensation 
with alloxan in vitro yields riboflavin. When injection 
of this substance was immediately followed by that of 
alloxan the vein was stained a yellow colour, an observa- 
tion which indicates that the same synthesis may occur 
in the living subject. The author suggests that should 
the reverse action obtain the release of alloxan from 
riboflavin might play some part in the aetiology of 
diabetes. 

[The action of alloxan is somewhat variable, and 
statistical analysis of larger groups would be of value in 
proving these very interesting speculations. ] 

Whittaker 


185. Creatinuria in Diabetics and an Evaluation of 
Methods for Determining Total Creatinine 

S. CapsE, B. DAvipson, and J. TRUHLAR, 
[Science] 106, 371-372, Oct. 17, 1947. 4 refs. 


In a random sample of 42 diabetic patients of both 


Science 


sexes creatinine was found in every case, the quantity © 


excreted varying between 176 and 1,600 mg. per day. 
Results obtained by Folin’s method were compared with 
those given by the Albanese modification (Science, 1944, 
100, 58). The deviation between the results of these 
two methods varied from —2-4 to +3-4%. 

H. Whittaker 


186. Alloxan Diabetes in Hypophysectomized Rats 

C. C. Baitey, P. M. LeCompte, O. T. BAILEY, and C. C. 
FRANSEEN. Proceedings of the Society for erry 
Biology and Medicine (Proc. Soc. exp. Biol., N.Y.] 66. 
271-274, Oct., 1947. 26 refs. 


This investigation was undertaken to determine 
whether alloxan produces its diabetogenic effect through 
the pituitary gland. Hypophysectomized rats were 
injected with a freshly prepared 5% solution of alloxan 
approximately 2 = after operation. The initial dose 


‘ alloxan diabetes of intact animals. 
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of alloxan was 150 mg. per kilo in 15 rats and 100 mg. 
per kilo in 4 rats. If no hyperglycaemia occurred the 
initial dose was repeated or the dose was increased by 
25 or 50 mg. per kilo. Animals were considered diabetic 
when the blood sugar exceeded 200 mg. per 100 ml. 24 or 
more hours after the injection of alloxan. Of a total of 
19 rats 15 developed diabetes, though in 10 of these the 
diabetes was transitory or fluctuating. Extensive loss 
of B-cells in the islets of Langerhans was noted in all 
animals in which satisfactory histological preparations 
were obtained. It thus appears that the presence of the 
pituitary is not necessary for the production of what 
appears to be the essential lesion in alloxan diabetes, 
though the diabetes which develops is milder than the 
K. Black 


187. Further Studies of Effect of Sulphur Compounds 
on Production of Diabetes with Alloxan 

A. Lazarow. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
66, 4-7, Oct., 1947. 8 refs. 


British anti-lewisite (BAL), in doses of 0-36 to 0-72 mM 
per kilo completely protected rats against a diabetogenic 
dose of alloxan (40 mg. per kilo intravenously) when the 
protective agent was given immediately before the 
alloxan injection. However, no protection was observed 
when the disulphydryl compound was given 5 minutes 
after the alloxan. Methionine, in doses of 2-9 mM per 
kilo, and thiourea, in doses of 7-5 mM per kilo, injected 
immediately before a diabetogenic dose of alloxan did 
not alter the course of alloxan diabetes——[From the 
author’s summary.] 


188. Effect of (+) Glutamic Acid in Hypoglycaemia 
W. Mayer-Gross and J. W. WALKER. Nature [Nature, 
Lond.} 160, 334, Sept. 6, 1947. 6 refs. 


The authors think it probable that (+-)glutamic acid 
can act as a substrate for the metabolism of brain cells 
in the hypoglycaemic patient. In 14 healthy schizo- 
phrenics subjected to treatment by insulin coma an 
intravenous injection equivalent to 20 g. of (+)glutamic 
acid was given 15 minutes after the onset of coma. In 
12 cases some return to consciousness was observed after 
4 to 10 minutes and the remaining 2 patients showed some 
lessening of the depth of coma. The glucose in the blood 
rose from a level of 10 mg. per 100 mi. to 30 mg. per 
100 ml., which, the authors point out, is lower than the 
level at which consciousness usually returns (50 mg. per 
100 ml.) when coma is relieved by glucose. 

H. Whittaker 


189. The Action of Chymotrypsin and Trypsin on Insulin 
J. A. V. BuTier, E. C. Dopps, D. M. P. PHILLIPs, and 
J. M. L. StepHen. Biochemical Journal [Biochem. J.] 
42, 116-122, 1948. 3 figs., 20 refs. 


190. The Preparation and Properties of Pure Insulin. 
[In English] 

J. Lens. Biochimica et Biophysica Acta [Biochim. 
biophys. Acta, Amst.] 2, 76-79, Jan., 1948. 1 fig., 8 refs. 
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191. Normal Variations in Multiple Precordial Leads 
G. B. Myers, H. A. KLein, B. E. Storer, and T. 
HIRATZKA. American Heart Journal [Amer. Heart J.} 
34, 785-808, Dec., 1947. 3 figs., 34 refs. 


The data in this paper are derived from the study of 
precordial electrocardiograms from 52 patients whose 
hearts at necropsy were considered normal by macro- 
scopical and microscopical examination. The data 
form a basis for the further study of such electrocardio- 
grams obtained from patients with abnormal hearts. 

R. T. Grant 


192. Further Consideration of the QT Interval 

J.S. and W. G. TURMAN. American Journal of the 
Medical Sciences [Amer. J. med. Sci.) 214, 180-192, 
Aug., 1947. 9 figs., 31 refs. 


Current views on the significance of the Q-T interval 
are discussed. Human foetal hearts contain a structure 
similar in distribution to the bundle of His in ungulates. 
Depolarization of “ islands’ or areas of cardiac muscle 
caused by stimuli arriving by various anatomical path- 
ways is Suggested on the basis of experimental data in the 
literature on the initial negativity of heart surfaces. 
Q-T duration is shown to be independent of total heart 
mass and directly related to metabolism. The Q-T 
interval was experimentally modified in intact dogs. 
The Q-T/cycle ratio was decreased by vagal stimulation 
and prolonged by certain non-vagal influences which 
also lengthened the cycle. The ratio is increased on 
accelerator stimulation and also after administration of 
atropine. E. F. McCarthy 


193. The Efficacy of Maintenance Doses of Digitalis 
in Preventing the Recurrence of Congestive Heart Failure 
J. S. Laupe and S. B. Carter. Annals of Internal 
Medicine (Ann. intern. Med.] 27, 923-928, Dec., 1947. 
19 refs. 


Doubt is cast upon the value of estimations of the vital 
capacity, circulation time, venous pressure, and body 
weight as indications of the extent of cardiac reserve 
in patients who have been safely brought through a 
phase of congestive heart failure. It would appear that 
a careful evaluation of symptoms and clinical signs is a 
better guide. Patients who have been relieved of con- 
gestive heart failure, even with regular sinus rhythm, 
should always be placed upon maintenance courses of 
digitalis leaf. The present study of 104 patients shows 
that patients given such maintenance doses are much 
less likely to relapse than are similar patients not given 
maintenance doses. A suggested maintenance dose is 
0-1 to 0-3 g. of digitalis leaf daily. . G. F. Walker 


Cardiovascular Disorders 


54 


194. Repetitive Paroxysmal Tachycardia 
J. PARKINSON and C. Papp. British Heart Journal [Brit, 
Heart J.] 9, 241-262, Oct., 1947. 16 figs., 50 refs. 


Repetitive paroxysmal tachycardia is that variety of 
paroxysmal tachycardia in which recurrent short 
paroxysms of abnormal rhythm are the rule and normal 
rhythm the exception. The literature is reviewed. Forty 
new cases are described, in patients aged from 4 to 75; 
the length of observation was from 2 months to 18 years, 
the ratio of males to females was 2 to 1. Continuous 
palpitations were present apart from exertion, with 
dyspnoea in a few only and syncopal attacks in 6, 4 of 
whom had the ventricular form. Symptoms were severe 
enough to restrict activity in 7. Fourteen patients were 
symptom-free. Associated organic heart disease was 
found only in 3—hypertension in 1, slight cardiac enlarge- 
ment with negative T, wave in 1, and congenital atrial 
septal defect in 1. Three patients had thyrotoxicosis, 
Diagnosis was made by electrocardiography and the 
varieties found were: auricular 24 (common under 4 
and particularly in children), flutter (all impure) 5, nodal 
2, and ventricular 9. In the auricular variety the authors 
observed two kinds of paroxysm: (a) resembling ordi- 
nary paroxysmal tachycardia except for the short dura- 
tion; (5) consisting of multiple auricular extrasystoles, 
some with bizarre ventricular complexes. The rate in 
children was about 150, in adults about 130. Only in 
3 was 2 : 1 block observed. The ventricular variety was 
indistinguishable electrocardiographically from ordinary 
ventricular tachycardia except that the sinus beats 
between paroxysms were physiological. 

Repetitive paroxysmal tachycardia would appear to 
form a link between extrasystoles and ordinary 
paroxysmal tachycardia. It is unlikely to be due to 
organic heart disease, but it may be due to a congenital 
abnormality in the conducting system of the heart. There 
is some evidence that the mechanism is under nervous 
control, as in some cases the paroxysms were related to 
emotion, exertion, or swallowing. The course is benign 
and the prognosis therefore good. Children often grow 
out of it at adolescence. In adults the paroxysms become 
less frequent and tend to disappear, although this may 
take years, the longest duration of the paroxysmal 
state in this series being 10 years. Treatment with 
digitalis and quinidine is unlikely to be effective. 

Arthur Willcox 


195, Myocarditis Associated with Acute Nasopharyngitis 
and Acute Tonsillitis 

I. GorE and O. SAPHIR. American Heart Journal [Amer. 
Heart J.] 34, 831-851, Dec., 1947. 9 figs., 10 refs. 


The authors describe 35 cases in which myocarditis of 
non-rheumatic type was found at necropsy. During life 
all the patients had had an upper respiratory infection 
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(acute nasopharyngitis or tonsillitis). Post-mortem 
evidence indicated that all had died from cardiac failure. 
(The clinical accounts are for the most part sketchy.] 
Heart disease was suspected clinically in only 3 and in 
15 death was unexpected. The authors consider that 
the available evidence suggests that these cases are 
examples of a type of cardiac disease not uncommonly 
associated with upper respiratory infection which has a 
relatively good prognosis. R. T. Grant 


196. Marfan’s Syndrome in the Adult. Dissecting 
Aneurysm of the Aorta Associated with Arachnodactyly 

J. R. Tosin, E. B. BAY, and E. M. Humpureys. Archives 
of Internal Medicine [Arch. intern. Med.| 80, 475-490, 
Oct., 1947. 7 figs., 18 refs. 


Arachnodactyly (Marfan’s syndrome) is described and 
the literature is reviewed. ‘Two cases are reported with 
clinical data and post-mortem findings. In’ both cases 
aneurysmal dilatation of the aorta led to a dissecting 
aneurysm, which ruptured into the pericardium in the 
first case, and led to occlusion of coronary vessels by 
tamponade in the second. In both cases medionecrosis 
aortae idiopathica cystica (Erdheim) was found. Endo- 
cardial changes (mural and valvular thickenings) were 
shown in both cases to consist of myxomatous tissue. 
Both hypophyses appeared to contain an unusually high 
proportion of eosinophilic cells. Attention is drawn to 
the frequency of cardiovascular lesions in this syndrome. 

G. Schoenewald 


197. Effect of the Antimony Compounds, Fuadin and 
Tartar Emetic, on the Electrocardiogram of Man; a 
Study of the Changes Encountered in 141 Patients Treated 
for Schistosomiasis 

L. TARR. Annals of Internal Medicine [Ann. intern. Med.] 
27, 970-988, Dec., 1947. 5 figs., 12 refs. 


“ Fouadin ”’ (stibophen) and tartar emetic are tervalent 
antimony compounds used in the treatment of schistoso- 
miasis, and both are capable of toxic action by reason of 
the liberation of inorganic antimony and its retention in 
the heart muscle. Electrocardiographic studies were 
made in 141 patients under treatment with these drugs. 
In every patient receiving tartar emetic evidence of myo- 
cardial damage was secured, and similar evidence in the 
majority receiving stibophen. All such evidence dis- 
appeared within a few weeks when the drug was stopped 
and reappeared in characteristic fashion for each patient 
when the drug was resumed. G. F. Walker 


198. A Practical Low Sodium Diet Containing Less 
than 0-3 Gram of Sodium per Day 

J. R. Kun. Permanente Foundation Medical Bulletin 
[Permanente Fdn med. Bull.] 5, 130-135, Nov., 1947. 
10 refs. 


Dietary restriction of sodium is receiving more and 
more recognition as an important measure in the treat- 
ment of a variety of conditions, particularly hypertension, 
which result in the abnormal extracellular accumulation 
of fluid in the human body. Practical difficulties are 


associated with the provision of a really low sodium diet. 
In America, where a large variety of foodstuffs may 
be procured, including salt-free bread and butter, the 
problem is narrowed to procuring a diet which is at once - 
low in sodium and adequate in protein, since meats, 
dairy products, fish, and poultry, which supply the major 
protein intake, are of high sodium content. In the 
dietetic regimen described by the author, which contains 
less than 0-3 g. of sodium a day, this difficulty is solved 
by the substitution of a low-sodium, protein hydrolysate 
for the usual dietary protein. Cases are presented 
which show that the diet is capable of reducing oedema 
and ascites. 

[The diet must be monotonous, unpleasant, and difficult, 
even in America. It would be quite impracticable under 
the conditions ruling in Britain.] D. M. Dunlop 


199. The First Heart Sound in Auricular and Ventricular 
Extrasystoles 

P. Cossio, R. G. DAmsBrost, and H. F. WARNFORD- 
THomson. British Heart Journal [Brit. Heart J.] 9, 
275-282, Oct., 1947. 7 figs., 9 refs. 


Simultaneous phonocardiograms and electrocardio- 
grams were obtained from 30 patients with extrasystoles, 
auricular in 16 and ventricular in 14. In 15 of the 16 
cases of auricular extrasystoles the first sound of the 
extrasystole was louder than the preceding and following 
normal beats. In these cases the time interval between 
the onset of QRS and the loud extrasystolic first sound 
was longer by, on an average, 0-03 second than the 
interval between normal beats. The accentuation of 
the first sound was greatest when the extrasystolic ventri- 
cular systole occurred some time after the preceding 
T wave—that is, in mid-diastole. The extrasystolic first 
sound was increased in 9 cases of ventricular extra- — 
systoles. Again, this was always associated with delay 
compared with a normal first sound, and the accentuation 
was greatest when premature ventricular systole occurred 
just after the preceding T wave or after the next normal 
P wave. In 4 cases the first sound of the premature beat 
was split although the first sound of the normal beats 
was normal. The accentuation of the first sound in 
premature beats is explained by the movements of, and 
changes in, tension in the A—V valves during the cardiac 
cycle. Arthur Willcox 


200. Paroxysmal Heart Block in Bundle Branch Block 
W. Sroxes. British Heart Journal [Brit. Heart J.) 9, 
267-274, Oct., 1947. 4 figs., 24 refs. 


The electrocardiograms have been analysed of 31 
patients, aged 41 to 82 years, in whom records were 
obtained showing both normal sinus rhythm and partial 
or complete A-V block. In 13 patients the electro- 
cardiograms in normal rhythm showed normal QRS 
complexes, the P—R interval being normal in 3 and pro- 
longed in 10 (over 0-2 second). In 18 patients the electro- 
cardiograms in normal rhythm revealed bundle-branch 
block, the P-R interval being normal in 13 and prolonged 
in 5. Thus, if Stokes-Adams attacks are suspected in a 
patient in whom the electrocardiogram shows a normal 
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P-R interval, paroxysmal heart block is more likely if 
there is bundle-branch block than if the ventricular 
complexes are physiological. Arthur Willcox 


201. Lanatoside C in the Treatment of Persistent 
Paroxysmal Auricular Tachycardia 

A. S. WEISBERGER and H. Feit. American Heart Journal 
[Amer. Heart J.] 34, 871-877, Dec., 1947. 21 refs. 


In a series of cases of persistent paroxysmal auricular 
tachycardia, the tachycardia ceased abruptly within 
40 minutes after the intravenous injection of 0-8 mg. 
“lanatoside C’’. No toxic reactions or undesirable 
side-effects occurred. R. T. Grant 


202. Chronic Auricular Fibrillation. 
with Quinidine Sulfate j 
R. L. MCMILLAN and C. R. WevFare. Journal of the 
American Medical Association [J. Amer. med. Ass.| 135, 
1132-1136, Dec. 27, 1947. 2 figs., 17 refs. 


This paper, based on a study of 50 unselected cases, is 
a plea for a wider use of quinidine sulphate. In the 
authors’ view the only definite contraindications to its 
use are severe conduction defects, subacute bacterial 
endocarditis, and angina pectoris, previously relieved by 
the onset of fibrillation. All their patients were admitted 
to hospital and complete digitalization was effected before 
quinidine therapy was instituted. Changes in cardiac 
efficiency, before and after reversion, were observed 
by daily measurements of vital capacity and by determina- 
tions of the venous pressure and circulation time. Radio- 


Its Treatment 


logical studies failed to show consistent changes in the 


size of the auricles. An average increase of 270 ml. in 
vital capacity followed return to normal rhythm in 18 
patients, and an average decrease in venous pressure of 
20 mm. of saline solution in 13 patients. The average 
decrease in circulatory time in 14 patients was 6-7 seconds. 
After a test dose of 0-2 g., quinidine was given every 4 
hours day and night. The dosage began at 0-5 g. and 
was increased by: 0-2 g. every 12 hours until normal 
sinus rhythm occurred, toxic symptoms appeared, or 
0-8 g. was reached. Further increase of dosage was slow, 
usually by 0-1 g. per dose every 24 hours. After rever- 
sion to normal rhythm quinidine was given in the same 
dosage at 6-hour instead of 4-hour intervals. 

In 35 patients for whom a satisfactory maintenance 
dosage was worked out, the average amount necessary 
for reversion was 0-45 g. every 4 hours, and the average 
maintenance dose was 0-28 g. every 6 hours. Sinus 
rhythm was restored in 44 patients, of whom 14 had 
maintained normal rhythm for from 4 months to 2 years, 
half of them being on maintenance doses of quinidine. 
It is not surprising that in the 5 cases of thyrotoxic heart 
disease treatment was unsuccessful until hyperthyroidism 
had been corrected. Apart from the 2 patients under 
20, best results were obtained in the 40-to-49-year age 
group, in rheumatic heart disease, and in those in whom 
the adequate 4-hourly dose did not exceed 0-3 g. It is 
claimed that restoration of normal rhythm may do much 
to prevent the development of a cardiac neurosis. Eleven 
of the 50 patients studied died during the time of observa- 


tion, apparently a period of 2 years. Necropsy was 
performed on 3. The first, aged 40, died from pul. 
monary oedema on the sixth hospital day, 4 hours after 
his last 0-4 g. dose of quinidine, with his fibrillation 
unaltered. The findings were rheumatic pericarditis, 
mitral stenosis, rheumatic pleuritis, hydrothorax, ard 
ascites. The second, aged 72, whose rhythm had been 
normal for a month, was on a maintenance dose of 0-2 g, 
four times daily; he died suddenly. The findings were 
adhesive pericarditis, dilatation of the left auricle, hyper- 
trophy of the left ventricle, rheumatic mitral valvulitis, 
and severe left-sided fibrinous pleurisy. The third, aged 
61, was critically ill on admission. Normal rhythm was 
restored by 0-6 g. every 4 hours, but he died 2 days later 
while on a maintenance dose of 0-4 g. four times a day, 
Post-mortem findings included cardiac hypertrophy and 
dilatation, right auricular thrombus, healed mitral 
valvulitis, bilateral pleural effusion, multiple small 
pulmonary infarctions, ascites, and thrombosis of the 
superior mesenteric artery. 

The authors consider that this study indicates that 
much larger doses of quinidine sulphate may safely be 
administered than has been thought practicable by many 
observers. [It is obvious, as in the 3 fatal cases quoted, 
that the range of patients treated was much wider than 
that considered suitable by. most British cardiologists.] 

Donald Hall 


203. Cardiac Catheterization in Cases of Patent 
Interauricular Septum, Primary Pulmonary Hypertension, 
Fallot’s Tetralogy, and Pulmonary Stenosis 
S. HowartH, J. MCMICHAEL, and E. P. SHARPEY- 
ScHAFER. British Heart Journal [Brit. Heart J.] 9, 292- 
303, Oct., 1947. 20 figs., 5 refs. 


Nine cases of varying types of congenital heart disease 
were investigated by means of cardiac catheterization. 
The claims of American workers that this is a valuable 
aid in the accurate diagnosis of congenital heart disease 
have been confirmed. By determination of the oxygen 
saturation of blood obtained from the superior vena cava, 
right auricle, right ventricle, and, if possible, the pul- 
monary artery and by measurement of pressure in the 
right chambers of the heart interauricular and inter- 
ventricular shunts may be demonstrated or excluded. 
In 5 cases with a patent interauricular septum blood from 
the right auricle and ventricle contained more oxygen 
than that from the superior vena cava, indicating a left 
to right shunt. In 2 of these the shunt was still from left 
to right despite a considerable increase in right auricular 
pressure. One patient with radiologically enlarged 
pulmonary arteries and a normal arterial oxygen satura- 
tion showed no evidence of a shunt but had a raised mean 
right ventricular pressure. This suggested the presence 
of pulmonary hypertension, which was confirmed by the 
post-mortem finding of atheroma and sclerosis of the 
pulmonary arteries. In a case of Fallot’s tetralogy the 
oxygen saturation in the right ventricle was higher than 
that in the right auricle, suggesting that while the main 
shunt was from right to left, thus accounting for the 
cyanosis, a small left to right shunt also existed. In 
one case of patent ductus arteriosus pressure in the 
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pulmonary artery was greatly raised and pulmonary 
arterial blood highly oxygenated. C. Bruce Perry 


204. The Prognosis of Patent Ductus Arteriosus 
J. BeENN. British Heart Journal (Brit. Heart J.) 9, 283- 
291, Oct., 1947. 60 refs. 


The author describes 46 cases of patent ductus arterio- 
sus, particular attention being paid to symptoms and 
complications. Females predominated over males by 
more than 2 to 1. The diastolic pressure was usually 
found to be normal and only occasionally fell appreciably 
afterexercise. Theelectrocardiogram showed no peculiar 
features. Radiological evidence of pulmonary conges- 
tion was not so common as has been reported. The 
average body weight, however, was significantly below 
normal. The patients were divisible into two groups. 
In the first group, 30 cases were referred because of the 
murmur found on routine examination at a school or 
antenatal clinic. Symptoms were few and insignificant. 
These patients were observed for an average of over 
8 years. During this time none died or developed 
bacterial endocarditis or congestive failure. In the other 
group, 16 patients were referred to hospital because of 
some symptom. These, too, have been studied for an 
average of nearly 8 years. Five have had bacterial 
endocarditis, and only 1 of these is still alive. It is 
suggested that the true incidence of symptoms and 
complications must lie between those in the two groups 
but is probably much nearer to that in the first group. 
If this view is correct the indication for surgery in paient 
ductus arteriosus should be evaluated more critically. 
In the author’s opinion the only clear indications for 
surgery are bacterial endocarditis, recovered bacterial 
endocarditis, cardiac embarrassment, or poor physique. 

C. Bruce Perry 


205. Blood Volume in Congenital Heart Disease 
D. E. Cassets and M. Morse. Journal of Pediatrics [J. 
Pediat.] 31, 485-495, Nov., 1947. 9 figs., 15 refs. 


The authors re-emphasize the concept of certain forms 
of congenital heart lesion as an arterio-venous or veno- 
arterial fistula. An intracardiac shunt occurs in cases 


.of interauricular and interventricular septal defect, 


while in patency of the ductus arteriosus the shunt is 
extracardiac. These communications should have an 


' effect on the circulation similar to that of a peripheral 


fistula, initiating an accessory circulation which requires 
acertain volume of blood to fill it. Theoretically this blood 
can bé supplied by: (1) reduction of blood flow distal 
to the fistula, (2) increase in total blood volume, or 
(3) both. In patent ductus arteriosus the peripheral 
blood flow may be Significantly decreased, and the 
acceleration of growth which is commonly seen after 
ligation of the ductus may be due in large measure to 
increased peripheral blood flow. Quantitative measure- 
ments before and after ligation are not available. 
Several investigators have found an increase in the 
blood volume in patients with arterio-venous fistulae and 
it has been claimed that a significant decrease in blood 
volume occurs after ligation of a large fistula. The 
blood volume in congenital heart disease has not been 


adequately studied, and the present authors contribute 
blood volume estimations (by the blue-dye method of 
Gibson and Evans) on normal children and patients with 
congenital heart disease. The latter were studied in 
three general groups: (1) patent ductus arteriosus; 
(2) acyanotic congenital heart disease, not including 
coarctation of the aorta or aortic stenosis, since abnormal 
shunts do not occur in these cases; (3) cyanotic congenital 
heart disease of varying type. In 13 patients with 
uncomplicated patent ductus arteriosus the blood volume 
was found to be elevated—considerably in 4 cases, while 
1 had a blood volume below the mean normal value. 
In 7 of 8 instances where the blood volume was estimated 
before and after ligation there was a decrease in blood 
volume following surgery. The blood volume in 
acyanotic intracardiac arterio-venous shunts was elevated 
by a smaller amount. It is tempting to attribute this 
to the smaller volume of blood passing through the 
fistula, since in intracardiac shunts the flow is probably 
intermittent, while in extracardiac shunt the flow is 
continuous, though uneven. This relation is not, 
however, proved. In the cyanotic type of congenital 
heart disease the blood volume was found to be greatly 
increased, the increased red cell volume being usually 
associated with diminished plasma volume. This resulted 
in a rise in viscosity. M. Baber 


206. Further Observations of Prothrombin Determina- 
tions and Vitamin K Therapy in Acute Coronary Occlusions 
H. McG. Dotes. Southern Medical Journal [Sth. med. 
J.| 40, 965-973, Dec., 1947. 6 figs., 8 refs. 


The author carried out frequently repeated determina- 
tions of prothrombin level in 64 cases of acute coronary 
occlusion and in 657 controls free from coronary disease 
and found significant hypoprothrombinaemia in the 
coronary cases—that is, with a level below 70% of 


normal. This degree of hypoprothrombinaemia is con- 
sidered as heralding an episode of bleeding in general, 
and of coronary subintimal haemorrhage in particular, 
thus precipitating coronary thrombosis. The frequent 
relation between gall-bladder disease and coronary 
disease, with the known hypoprothrombinaemia in the 
former, iscommented upon. Cases of coronary occlusion 
were treated with intramuscular doses of vitamin K 
(50 to 72 mg. every 6 to 8 hours) until the prothrombin 
level reached 100° of normal. Rapid cessation of pain 
under this regime was observed. In some cases pro- 
thrombin levels of 100% of normal were encountered 
immediately after the onset of the coronary occlusion, 
but in these cases a fall of from 30 to 50% below the first 
reading was encountered 6 to 8 hours later. The initial 
high level in these cases is regarded as a compensatory 


‘mechanism that becomes exhausted within a few hours. 


A mortality rate of 3-6% in this series is arrived at by 
excluding 8 patients dying before adequate treatment 
could be given and 3 whose treatment was considered 
inadequate. The object of treatment with vitamin K 
is to arrest subintimal haemorrhage leading to thrombus 
formation in the coronary vessel. The author makes no 
attempt to reconcile his claims with those of workers who 
use heparin and dicoumarol. G. Schoenewald 
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207. Paroxysmal Diaphragmatic Flutter with Symptoms 
Suggesting Coronary Thrombosis 

F. H. Moore and C. Scuorr. American Heart Journal 
[Amer. Heart J.] 34, 889-893, Dec., 1947. 2 figs., 4 refs. 


A brief description is given of a patient suffering from 
severe anginal pain associated with flutter of the dia- 
phragm. On precordial auscultation a loud booming 
noise was heard, its frequency being about 200 per minute; 
palpation of the lower thorax conveyed a marked throb- 
bing sensation synchronous with the sounds. On radio- 
logical examination both leaves of the diaphragm were 
seen to be fluttering rapidly, in time with the palpable 
impulses and the sounds. Morphine, gr. } (16 mg.), 
relieved the anginal pain but the flutter continued; this 
ceased several hours later and did not recur. The patient, 
a psychopath, was recognized as the individual who, 
under various aliases, had been admitted to other hospitals 
with the same complaint from time to time since 1936. 
References are given to 4 other published accounts of 
the case. R. T. Grant 


208. Spontaneous Interstitial Emphysema of the Lung 
Simulating Organic Heart Disease 

E.S.McCase. American Heart Journal [Amer. Heart J.} 
34, 729-739, Nov., 1947. 7 figs., 15 refs. 


A case of spontaneous interstitial emphysema of the 
lung which simulated an attack of coronary thrombosis 
is described. The symptoms were similar to those of a 
coronary thrombosis, but emphysematous crackling with 
the heart movement could be heard on auscultation and 
the cardiac dullness was diminished. Radiographs 
showed subpleural bullae which changed their position 
over a day or two. In this case, in a man of 27, the 
S-T segment was elevated in the first and second leads of 
the electrocardiogram. The prognosis is good except 
in infants. H. E. Holling 


209. The Fate of Endocardial Vegetations Following 
Penicillin Treatment of Bacterial Endocarditis 

A. J. Getcer and S§. H. DURLACHER. American Journal 
of Pathology [Amer. J. Path.] 23, 1023-1035, Nov., 1947. 
6 figs., 2 refs. 


The authors draw attention to reports of clinical and 
bacteriological cure, for periods up to 34 years, in cases 
of bacterial endocarditis treated with penicillin. Proof 
of cure, they consider, rests on the demonstration of 
healed and sterile remnants of vegetations in treated 
patients dying from other causes. Four cases are 
described. In3 the infecting organism was Staphylococcus 
aureus, and in the fourth Streptococcus viridans, followed 
later by Candida albicans. The total dose of penicillin 
ranged from 1,390,000 units to over 18,000,000 units, 
and the duration of administration from 15 to 97 days. 
The valves affected were: the mitral (2 cases), the aortic 
(1 case), and both mitral and aortic (1 case). At 
necropsy no organisms were demonstrable in any of the 
vegetations, and the latter showed a degree of organiza- 
tion commensurate with the length of history. In only 
1 case did the duration of life exceed a year (17 months). 


In the other 3 the times were 21, 27, and 73 days. The 
causes of death in these cases are given as: (1) congestive 
heart failure; (2) acute rheumatic myocarditis; (3) 
uraemia associated with cerebral, hepatic, and renal 
abscesses; and (4) overwhelming systemic infection 
with Candida albicans, with mitral and left auricular 
vegetations due to this organism. The authors stress 
the importance of early treatment and prolonged con. 
valescence in aortic valve involvement to prevent the 
development of aortic incompetence and left ventricular 
failure. 

[Disappearance of organisms and healing were de 
scribed as spontaneous phenomena in some cases of 
bacterial endocarditis by Libman, Amer. J. med. Sci., 
1913, 146, 625.] C. C. S. Pike 
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210. Effect of Syncardiac Massage in Circulatory 
Disturbances of the Extremities. (Die Wirkung der 
synkardialen Massage bei Zirkulationsstérungen der 
Extremitaten) 

M. Fucus. Dermatologica [Dermatologica, Basel] 94, 
137-146, 1947. 2 figs., 10 refs. 


The principle of syncardiac massage consists in the 
rhythmic compression of a limb synchronous with the 
cardiac action, with a view to reinforcing the normal 
contraction of the arteries in the affected limb. Pressure 
within a cuff is rhythmically raised to an adjustable 
pressure varying between 20 and 200 mm. Hg, the dura- 
tion of which can be varied (0-1 to 0-4 second). Such 
pressure impulses are applied with an adjustable delay 
after the R wave of the electrocardiogram, which is 
recorded in the usual way, the degree of delay depending 
on the heart rate and the site of the application of pressure 
(varying from 0-2 second with heart rates under 50, to 
0-1 second with rates over 80); 0-3 to 0-35 second were 
average figures for compression of foot and calf, 0-2 to 
0-25 second for that of hand and forearm. The main 
effects of syncardiac massage were an increase of the 
arterial and venous circulation in the treated limb, 
disappearance of pain and cyanosis, and increase of skin 
temperature by 2° to 5°C. In cases of Raynaud’s 
disease and intermittent claudication local application of 
heat which before treatment produced pain was well 


tolerated afterwards, vascular spasms disappeared, and 


the oscillometric index improved. Oedema often 
decreased or even disappeared. Ulcers of various kinds 
healed or improved in a considerable proportion of a 
small series of observations, with the exception of 
varicose ulcers with obliterated vessels. The indications 
for this treatment are circulatory disturbances in the 
limbs (Raynaud’s disease, Buerger’s disease, intermittent 
claudication, acrocyanosis, chilblains, trophic ulcers of 
arteriosclerotic or diabetic origin, vascular spasm, 
disuse atrophy, neuralgia, post-operative and post- 
traumatic oedema). Contraindications are: all acute 
inflammatory conditions, thrombophlebitis, recent throm- 
bosis, rapidly spreading gangrene with toxic manifesta- 
tions, and advanced cachexia. Some illustrative case 
reports are appended. A. Schott 
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211. New Test for Hypertension due to Circulating 
Epinephrine 

M. GOLDENBERG, C. H. SNYDER, and H. ARANow. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 135, 971-976, Dec. 13, 1947. 7 figs., 25 refs. 


The only clinically significant type of hypertension due 
to circulating adrenaline results from phaeochromo- 
cytoma. It is suggested that this tumour may be much 
more common than is generally realized. The diagnosis 
is dependent on: (1) the typical syndrome of paroxys- 
mal hypertension with signs of vasoconstriction, pallor, 
headache, vomiting, and tachycardia; hypertension may 
sometimes be persistent; (2) demonstration of the tumour 
by perirenal insufflation of air; this may not succeed as 
there are other sites in which chromaffin tissue may occur; 
(3) demonstration of circulating adrenaline in the blood, 
but this may be very difficult. The principle of the new 
procedure described is that hypertension due to circu- 
lating adrenaline will be abolished by the injection of 
adrenolytic compounds; hypertension due to any other 
cause will persist. Benzodioxanes in tolerable doses are 
adrenolytic only, and not sympathicolytic. Piperidyl 
methyl benzodioxane was used in a dose of 0-25 mg. per 
kilo intravenously. In cases of phaeochromocytoma 
the injection of benzodioxane was followed by a fall in 
blood pressure which lasted for several minutes in 3 out 
of 4 cases. In the fourth the pressure fall was slighter. 
The diagnosis was confirmed at operation in all these 
cases. In patients with essential hypertension the blood 
pressure usually rose after benzodioxane, but rareiy a 
slight and less significant fall of pressure took place. 
Benzodioxane produced a fall in blood pressure while 
adrenaline was being infused into normal subjects. 
Benzodioxane produced some side-effects, such as 
tachycardia, flushing, palpitation, coldness of limbs, and 
dizziness. Fourteen patients found it unpleasant, while 
44 were undisturbed by the test. In 1 patient a per- 
sistently positive test after operation led to a second 
operation, at which a further phaechromocytoma was 
found in an extra-adrenal site. J. McMichael 


212. Postural Changes of Blood Pressure. (Los cambios 
posturales de la tensién arterial) 

F, SCHAPOSNIK. Prensa Médica Argentina [Prensa méd. 
argent.] 34, 2185-2192, Nov. 14, 1947. 2 figs., 32 refs. 


In a joint memorandum on determination of blood 
pressure the American Heart Association advised that the 
determination should be made with the patient sitting, 
while the Cardiac Society of Great Britain and Ireland 
advised that the determination should be made with the 
patient lying down. Examination of the literature shows 
that some authors consider the variations in readings in 
the two positions insignificant, while others prefer the 
lying position; the majority appear to use the lying 
position because it gives the lowest figures. A small 
group, however, report lower figures in the sitting and 
standing positions, while a final group find great variation, 
no one position giving consistently higher or lower figures 
than the others. 

The author has therefore studied 315 normal subjects 
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of both sexes between the ages of 14 and 22. These were 
subjected to a complete examination and arthropological 
measurements. Blood-pressure readings were taken 
with the patients lying down, sitting, and standing. To 
prevent the effects of excessive vasomotor tone vitiating 
the results, the subject remained for five minutes in each 
position before the blood pressure was determined. 
The systolic readings could be classified in three main 
groups: (1) In 60% of sthenic, normal, and pyknic 
subjects the systolic pressure was lowest when the patients 
were lying down. (2) In approximately 25% of all three 
types the systolic pressure was lowest when the subjects 
were sitting. (3) In 10% of the pyknic type in male 
subjects and 5% of the remaining male and female 
subjects the systolic pressure was lowest when they were 
standing. The majority of pyknic (60% male and 66% 
female), normal (85% male and 72% female), and 
sthenic (71% male and 87% female) subjects gave lowest 
diastolic readings in the recumbent position. Approxi- 
mately 10% of all groups gave the lowest readings when 
seated. When standing no sthenic subject had the 
lowest reading, but 10% of the pyknic males and 5% of 
the normal subjects had the lowest reading when standing. 
In individual subjects the range of variation was between 
2 and 36 mm. Hg in the different positions for systolic 
pressures and between 2 and 30 mm. for the diastolic 
pressures. As a result of these observations the author 
concludes that the lowest pressures are more likely to be 
found with the subject in the recumbent position. 
W. T. Cooke 


213. Comparative Study of Potassium Thiocyanate and 
Other Drugs in the Treatment of Essential Hypertension 
A. Ruskin and W. F. McKINLEY. American Heart 
Journal [Amer. Heart J.] 34, 691-701, Nov., 1947. 
3 figs., 27 refs. 


A critical study has been made of the subjective and 
objective effects of the drug treatment of hypertension. 
Five of the drugs investigated were given 3 times daily by 
mouth in the following doses: phenobarbitone 32 mg., 
niacin (nicotinic acid) 50 mg., “ glucophyllin” (a 
methylxanthine derivative) 0-3 g., mannitol hexanitrate 
65 mg. A sixth drug, potassium thiocyanate, was 
administered in doses of 0-2 to 1:2 g. daily in order to 
maintain the concentration of the drug in the serum at 
therapeutic levels (5 to 15 mg. per 100 ml.). Asa placebo 
sodium bicarbonate or lactose was given in doses of 
0-3 g. 3 times daily. Between administration of the 
various drugs the patients were taken off all treatment for 
2 to 3 weeks. Blood pressures under basal conditions 
were recorded twice weekly; 68 patients were observed 
over the period of 4 years, and at no time did they know 
which drug was being given to them. 

The authors point out that of 26 reports on the 
efficacy of thiocyanate for the relief of hypertension 21 
have been favourable and 5 unfavourable; but in none 
of these reports is there mention of adequate controls to 
eliminate the effect of the variable nature of the disease. 

As a result of their own investigations they found that 
the best symptomatic relief was obtained from the 
administration of a placebo or niacin; glucophyllin, 
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phenobarbitone, and mannitol hexanitrate were less 
effective symptomatically. With potassium thiocyanate, 
however, symptoms were either unaffected or increased 
in almost one-half of the patients; symptoms decreased 
in fewer than one-third. The increase in symptoms was 
more frequent when the serum thiocyanate level was 
above 15 mg. per 100 ml. Reduction in the blood 
pressure could often be demonstrated even when the 
placebo was given, and a rise in blood pressure might 
follow the administration of any of the drugs. The 
thiocyanate, especially when in high concentration in the 
blood, did appear to cause lowering of blood pressure, 
but it was under these conditions that the patients 
tended to complain more. The authors feel that the use 
of thiocyanate is dangerous and its effect unreliable; 
they conclude that “‘ clinical reports of the efficacy of 
drugs and other methods in the treatment of hyper- 
tension must be viewed with scepticism, particularly in 
the absence of control observations”. H. E. Holling 


214. The Relationship of Sodium Chloride to Hyper- 
tension 

G. A. Perera and D. W. BLoop. Journal of Clinical 
Investigation [J. clin. Invest.] 26, 1109-1118, Nov., 1947. 
5 figs., 15 refs. 


The authors make a distinction between the “* resting ” 
blood pressure, taken before the patient rises in the 
morning, and “ casual” blood-pressure readings taken 
at other times of the day. Well-controlled observations 
were made on patients with uncomplicated hypertensive 
vascular disease living under controlled conditions of diet 
and activity. Rigid restriction of the sodium chloride 
intake (to about 0-3 g. daily) resulted in a slight decrease 
in the “ resting ”’ systolic and diastolic blood pressures, 
whereas a change to a high-salt diet (15 g. daily) caused a 
slight rise. Injections of 5 mg. of desoxycorticosterone 
acetate twice daily also raised the “ resting’? blood 
pressure, but the effect was seen only when salt intake 
was normal, and was abolished by severe restriction of 
the sodium-chloride intake. The authors conclude that 
the adrenal cortex plays some part in the production of 
hypertensive vascular disease, but they emphasize that 
the effects they observed were confined to the “‘ resting ”’ 
blood pressure. ‘* Casual ’’ blood pressures recorded at 
other times of the day were not changed by any of the 
experiments, and the authors suggest that these “* casual ”” 
readings are influenced by neurogenic stimuli independent 
of adrenocortical influences. Martin Hynes 


215. Effect of Tetraethyl Ammonium Chloride on a 
Mixed Type of Hypersensitive Carotid Sinus Syndrome 
R. D. Taytor, L. C. UNDERWoop, and I. H. Pace. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.) 32, 1491-1495, Dec., 1947. 1 fig., 5 refs. 


The effect of the intravenous injection of atropine 
and of tetraethyl ammonium chloride was observed in a 
patient in whom pressure on the carotid sinus provoked 
bradycardia, fall in blood pressure, giddiness, and 
syncope. Atropine prevénted the slowing of the pulse 
rate but not the fall in blood pressure. Tetraethyl 
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ammonium chloride prevented both the bradycardia ang 
hypotension. The inhibition of the vegetative system by 
tetraethyl persisted for only 30 to 40 minutes, and the 
drug is therefore not recommended for treatment of this 
type of case. R. T. Grant 


216. Failure of the Isolated Perfused Mammalian Heart 
to Destroy Renin and Angiotonin 

W. J. TRAUTMAN, W. D. Davis, and T. FINDLEY. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med. 
32, 1482-1485, Dec., 1947. 6 refs. 


Observations are reported to show that both renin and 
angiotonin perfused through the coronary vessels of the 
isolated rabbit heart do not lose pressor activity when 
assayed in cats. Further, saline extracts of rabbit 
hearts perfused with renin or angiotonin and saline 
extracts of normal rabbit hearts cause small but equal 
pressor responses on assay in cats. R. T. Grant 


217. Hypertension after Bilateral Nephrectomy in the 
Rat 

E. BRAUN-MENENDEZ and E. S. v. EULer. Nature 
[Nature, Lond.] 160, 905, Dec. 27, 1947. 2 refs. 


Following some ingenious experiments in rat parabiosis 
after nephrectomy, the authors studied the blood pressure 
in 39 adult nephrectomized rats from operation until 
death, and noted a pronounced hypertension, maximal 
between the second and third post-operative days, which 
was unaffected or even aggravated by peritoneal wash- 
outs. They conclude that since this response can occur 
in an animal without kidneys, inactivation by the 
kidney of a pressor factor that is constantly present may 
perhaps underlie the phenomenon. Alex, Comfort 


218. Complications of Blood-letting in Hypertension. 
(Zwischenfalle nach Aderlass bei Hypertonie) 

L. WALTERSKIRCHEN. Wiener Klinische Wochenschrift 
[Wien. klin. Wschr.] 59, 822-824, Dec. 19, 1947. 18 
refs. 


In recent years venesection has been less used in the 
treatment of hypertension, and is now condemned by 


“many authorities as dangerous. Angiospasm, angio- 


spastic hemiplegia, and collapse are some of its dangers. 
Two cases are reported in which electrocardiographic 
findings are given before and after venesection in hyper- 
tensive patients with anginal symptoms. From these 
findings and from experimental data it is concluded that 
venesection may lead to acute coronary insufficiency by 
causing a sudden fall in aortic pressure. The prognosis 


in these cases is otherwise better than in patients who. 


have anginal symptoms with a low blood pressure. 
Harold Jarvis 


219. A Comparative Study of Thromboangiitis Obliterans 
in White and Negro Patients 

H. A. Davis and L. D. Kinc. Surgery, Gynecology and 
Obstetrics [Surg. Gynec. Obstet.] 85, 597-603, Nov., 
1947. 5 figs., 6 refs. 
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220. Vascular Responses in Man to Ligation of the 
Inferior Vena Cava 

C. T. Ray and G. Burcu. Archives of Internal Medicine 
[Arch. intern. Med.]} 80, 587-601, Nov., 1947. 23 refs. 


Studies designed to evaluate the circulatory adjust- 
ments which follow ligation of the inferior vena cava are 
described. The patients, 12 women, were studied under 
standard conditions; some were observed for 44 years. 

The venous pressure was measured in the dorsal 
yenous arch of each foot, the superficial abdominal veins 
bilaterally, and the antecubital vein unilaterally. Pres- 
sure in the dorsal vein was raised in all but 1 patient 
(necropsy later showed that ligation had been complete 
in this case). The values obtained ranged from 120 to 
over 600 mm. of water. A gradual fall towards normal 
occurred with the passage of time, but maximum normal 
limits were reached in only 2 instances. There was no 
relation between venous pressure and the degree of 
oedema. which was sometimes absent when the venous 
pressure was greatly raised, or between venous pressure 
and section of sympathetic nerves. Pressure in the ante- 
cubital veins was normal. Five out of 6 patients had 
raised pressure in the superficial abdominal veins, which 
were dilated; flow was towards the head. The volume 
of pulse deflections in the tips of the toes was low imme- 
diately after operation and later increased. Section of 
the sympathetic nerves resulted in greater mean values 
immediately after operation. Five patients had a normal 
rate of water loss from the tips of fingers and toes. The 
plasma-protein levels were slightly higher than normal. 
Tissue pressures tended to vary directly with the venous 
pressure and inversely with the degree of oedema. 
Clinical observations showed normal function in the 
lower limbs with normal temperature, colour, and 
response to sensory stimulation of the skin. Oedema 
developed in all except 2 patients; it had disappeared 
in all except 3 patients within. 2 months. Follow-up 
studies failed to reveal any clinical benefit from section 
of the sympathetic nerves. J. B. Mitchell 


221. Prothrombin, Fibrinogen, and Protein Content, and 
Viscosity of the Blood in Thrombo-angiitis Obliterans. 
(Comportamento della protrombina, fibrinogeno, viscosi- 
metria, e proteinemia nella tromboangioite obliterante di 
Buerger) 

M. Sposito, O. GIANNICO, and P. MARRAZzA. Poli- 
¢linico, Sez. Pratica [{Policlinico, sez. prat.| 54, 1235- 
1239, Nov. 17, 1947. 


The authors have previously drawn attention to 
increase in prothrombin, fibrinogen, and blood viscosity 
in cases of arteriosclerosis, hypertension, cerebral 
thrombosis and cardiac infarction, and phlebitis and 
after operations, and have recommended the use of 
anti-prothrombin agents such as dicoumarol in these 
conditions. 

In Buerger’s disease thrombotic incidents are common 
and death often occurs from coronary occlusion. Al- 


together 29 cases were investigated; prothrombin time 
was estimated by Quick’s method, fresh human brain 
being used as source of thromboplastin, fibrinogen by 
Campbell’s method, and blood viscosity by Hess’s 
viscosimeter. In 26 cases the prothrombin level was 
raised by a average of 15-4%; in 22 there was a small 
but definite rise in fibrinogen to an average value of 
570 mg. per 100 ml. Blood viscosity was normal. 
Plasma proteins were slightly raised to a mean figure of 
8-1 g. per 100 ml., with a very small reduction in albumin/ 
globulin ratio. It is suggested that the increase in 
prothrombin and fibrinogen may result from alteration 
and damage to the vascular endothelium, since raised 
levels are found in many other conditions in which the 
blood vessels are diseased. In particular a rise occurs in 
phlebitis and after venous resection; this is probably a 
defence reaction against possible haemorrhage, and is. 
linked with the rise in the platelet count constantly noted 
after operations. 

A plea is made for the use of dicoumarol in addition to 
routine methods in the treatment of thrombo-angiitis 
obliterans. E. G. Sita-Lumsden 


222. The Relationship of Chronic Alcoholism to 
Atherosclerosis 

S. L. Witens. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 135, 1136-1139, Dec. 27, 1947. 
1 fig., 15 refs. 


This is a study of necropsy findings in 519 persons 
aged 35 or older with chronic excessive alcoholism at 
Bellevue Hospital, New York, during the past 12 years. 
In approximately one-half of these addicts the daily 
consumption was known to have exceeded 1 pint 
(568 ml.) of whisky or its equivalent for many years. In 
all the others consumption was known to have been 
excessive for long periods of time. The incidence of 
atherosclerosis is compared with that in a control group 
of 600 consecutive necropsies of total abstainers and 
moderate consumers of alcohol aged 35 or older. In the 
alcoholic group it-was found that atherosclerosis was 
considerably less common and less severe than in the 
control group, as also were lesions of the coronary and 
cerebral arteries. An explanation may be found in the 
fact that although three-fourths of the control group 
were 55 years or older at death, only one-half of the 
alcoholic men and one-fourth of the women survived 
beyond the age of 55. Of the alcoholics 27-9% had 
cirrhosis, but this did not increase the incidence of 
atherosclerosis. In age groups the incidence of athero- 
sclerosis in the 423 alcoholic and 434 non-alcoholic 
men was almost identical. The author considers that 
the differences in incidence of atherosclerosis in the two 
groups depend not on alcoholism itself but on associated 
differences in age, blood pressure, and nutrition. Hyper- 
tension, diabetes, and obesity were all less common in 
the alcoholics. His conclusion is that substitution of 
alcohol for ordinary foods in the diet has no appreciable 
effect on the development of atherosclerosis. 

Donald Hail 


See also Section Radiology, Abstract 88. 
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223. Sludged Blood 
M. H. Knisety, E. H. Biocu, T. S. Extor, and L. 
WARNER. Science [Science] 106, 431-440, Nov. 7, 


1947. 1 fig., 54 refs. 


This paper describes a series of histological observa- 
tions made on living animals and men; the authors claim 
that these lead to a more precise understanding of a 
variety of mechanisms whereby injuries and diseases 
damage the human body. The results described repre- 
sent 16 years of observation and experiment. Living 
animals—frogs, salamanders, mice, rats, guinea-pigs, 
cats, rabbits, dogs, and monkeys—were anaesthetized 
and internal organs exposed. Parts of these organs were 
then transilluminated with light-conducting fused quartz 
rods and studied at magnifications up to 600. Bino- 
cular dissecting microscopes were also focused on obli- 
quely illuminated bulbar conjunctival vessels of living, 
non-anaesthetized animals and men. 

Experiments on 3,500 frogs, 1,100 salamanders, 500 
laboratory mammals, and on the bulbar conjunctiva of 
50 healthy men and women led the authors to the 
following conclusions: (1) The circulating red cells 
tended to repel each other slightly, rouleaux formation 
not being observed. The normal red cells were not 
coated with any microscopic protein precipitate. (2) Red 
and white corpuscles do not stick to the inner surfaces of 
small vessels. (3) The flow of the non-agglutinated 
blood was laminar or stream-lined. (4) From the small 
normal vessels of most tissues and organs there was no 
appreciable leak of fluid. (5) Blood flow was so rapid 
in most arterioles and venules of 60 to 120 yu diameter 
that individual red cells could not be seen. (6) Because 
of the shapes and dimensions of the vessels of the peri- 
pheral vascular bed there is a perpetual bottle-neck in the 
circulatory system. 

In 600 non-anaesthetized human’ patients suffering 
from a wide variety of diseases the blood cells were seen 
to be agglutinated into masses (not rouleaux). This 
appeared to change the blood from its normal relatively 
fluid state to a circulating sludge. The authors believe 
that: (1) The resistance of sludged blood to its own 
passage through the bottle-necks of the circulatory 
system reduces the rate of blood flow through all the 
open vessels of the body. (2) Agglutinated red cells 
are ingested and destroyed by the phagocytic cells of the 
liver and spleen. (3) There is settling and sedimenting 
of masses of agglutinated blood cells out of the moving 
blood plasma during life. (4) Various degrees of 
reduction in circulating blood volume cause intermittent, 
prolonged, controlled shutting off of the arterioles in a 
selected series of tissues and organs. 

The authors recognize many different kinds of blood 
sludges. The simple sludge is one in which all the red 
cells are in masses, all masses are approximately of the 
same size, and every mass is so cohesive that it does not 
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break up as it passes through the peripheral-arteriole. 
capillary-venule bottle-necks. Mixed sludges are those 
in which several sizes of simple sludge are simultaneously 
present and those in which the largest basic masses con- 
tinually act as temporary emboli. The concentration of 
such large masses per millilitre of blood determines the 
frequency with which every terminal arteriole of the body 
is temporarily plugged. Some sludges are composed of 
masses which repel each other slightly and others in 
which the basic masses attract each other from a distance, 
Other sludges consist of masses which hold together with 
various degrees of density. 

The authors believe that: (1) Sludges in which the 
masses are large enough to resist passage through the 
bottle-necks of the circulatory system cause a reduced 
rate of flow through all open vessels and thereby reduce 
the rate of supply of oxygen to the vessel wall; this would 
cause endothelial anoxia and a change in the capillary 
permeability. (2) Rapid ingestion of the masses of 
agglutinated blood cells by the phagocytes of the reticulo- 
endothelial system may account for the initiation and 
maintenance of many types of anaemias. (3) Frequently 
in human beings after operation venous thrombi may 
form in the large veins of the legs; these may have a 
length of several inches and the thickness of a person’s 
thumb. Parts or all of such masses may later break loose 
and enter the pulmonary arteries. Smaller masses may 
cause infarction and larger masses may cause pulmonary 
embolism with sudden death. 

The authors have studied sludges in the conjunctival 
vessels in infective and traumatic conditions, hyper- 
tension, embolic states, hysteria, alcoholism, and normal 
uncomplicated pregnancy. Although it is not suggested 
that the sludges explain the clinical features of diseases 
in which they are found, they are obviously of importance 
in embolic conditions. The authors hope that it will 
become possible to keep the blood in a fluid and non- 
agglutinated state with intact vessel walls in conditions 
in which sludges have been observed. 

R. Winston Evans 


224. Familial Idiopathic Methemoglobinemia. Five 
Cases in One Family 

Q. H. Gipson and D. C. Harrison. Lancet [Lancet] 2, 
941-943, Dec. 27, 1947. 3 figs., 11 refs. 


In the family investigated at least 5 out of 9 sibs were 
cyanosed. Blood diluted 1 in 40 and viewed in cells of 
2-cm. thickness in a reversion spectroscope showed an 
absorption band in the red in each affected case. Quanti- 
tative estimations of methaemoglobin gave figures of 
1-9 to 5-1 g. per 100 ml., or 12 to 27% of total haem 
pigments in the affected cases, and 0 to 0-1 g. per 100 ml. 
in the unaffected members. Treatment of the affected 
cases with ascorbic acid and with methylene blue reduced 
the methaemoglobin figures to 0-1 to 1-3 g. per 100 ml. 
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In 1 case the oxygen dissociation curve was determined 
in the presence and absence of methaemoglobin; the 
former showed a shift to the left compared with the latter, 
which was comparable with that of normal blood. It 
is argued that this shift demonstrates that there is not a 
double population of red cells, some with oxyhaemoglobin 
and others with methaemoglobin molecules, but that the 
abnormal pigment is distributed throughout all the red 
cells. It is believed that triose phosphoric and lactic 
enzymes function with cozymase and coenzyme factor I 
in bringing about methaemoglobin reduction, and that 
in cases of idiopathic methaemoglobinaemia the red cells 
are deficient in coenzyme factor I. Methylene blue is 
thought to catalyse the reduction of methaemoglobin by 
enzymes which are otherwise inactive, whereas ascorbic 
acid directly reduces the methaemoglobin. 

John F. Loutit 


225. Familial Neutropenia. (La neutropénie familiale) 
J. BousseR and R. Neypé. Sang [Sang] 18, 521-529, 
1947. 2 figs., 2 refs. 


This paper deals with what is alleged to be a familial 
incidence of chronic neutropenia. That the condition 
was not due to disease was shown by the normal response 
to the adrenaline test; [but the genuinely familial nature 
of the leucopenia is not supported by adequate evidence]. 
On one occasion, the patient’s father was examined and 
found to have a normal haemogram; his mother was 
examined on three occasions during a period of 6 months 
when her white cell count was always low, being between 
3,400 and 2,000 per c.mm.; her sister showed only slight 
leucopenia. The authors call attention to the rarity of 
the condition, only one previous example having been 
found in the literature. [At present this condition 
cannot be regarded as being a definite inborn abnormality 
of the blood-forming organs in the same sense as 
elliptocytosis. } A. Piney 
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226. Lack of Effect of Secondary Liver Extract (No. 55) 
on Absorption of Radioactive Iron 

P. F. HAHN, C. W. SHEPPARD, and E, L. CAROTHERS. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 66, 173-175, 
Oct., 1947. 5 refs. 


It has been claimed previously that a liver fraction 
insoluble in 70% alcohol—the so-called secondary 
anaemia fraction—is involved in haemoglobin formation. 
The present paper reports the use of radioactive iron in 
an attempt to determine whether this secondary liver 
fraction results in an augmentation of iron absorption 
from the gastro-intestinal tract. 

The subjects consisted of 11 normal women and 1 
patient who had repeated haemorrhages from peptic 
ulceration. Iron tagged with the radioactive isotope 
Fe®® was given in a single dose of 39 mg. to all the 
subjects, and in addition 5 g. of the liver extract was 
given by mouth to 6 of them. Two weeks later samples 
of blood were withdrawn for estimation of the radio- 


‘quantities of “factor 


_ subjects. 


63 


activity of the red cells; the group which had received 
iron alone was then given the same dose of iron and the 
liver extract, while that group which had received iron 
and liver extract was given the iron alone. After a 
further 2 weeks the blood was again sampled, and the 
procedure of the first 2 weeks was repeated. 
Administration of the secondary liver extract did not 
enhance the uptake of the tagged iron. On the contrary 
there was a suggestion that the liver extract might, to a 
small extent, inhibit the absorption of iron. It is pointed 
out that this experiment, involving the administration 
of single small doses of iron, is not strictly comparable to 
the experiments of other investigators involving prolonged 
daily feeding of iron and liver extract to severely depleted 
dogs. The present observations are claimed, neverthe- 
less, to justify the conclusion that any influence on 


- haematopoiesis which may be exerted by the secondary 


liver fraction is not the result of augmenting the absorption 
of iron from the gastro-intestinal tract. L.J. Davis 


227. A New Substance Acting on Haematopoiesis and 
Obtainable from the Liver by Autolysis. (Sur une 
nouvelle substance agissant sur l’hématopoiése que |’on 
peut dégager du foie par autolyse) 

M. Louravu. Bulletin de la Société de Chimie Biologique 
[Bull. Soc. chim. biol.] 29, 773-777, July—Sept., 1947. 
3 figs., 3 refs. 


Extracts from 20 human livers kept at room tempera- 
ture for 4 to 6 days after the patient had died and before 
extraction contained between 12,000 and 350,000 units 
of anti-pernicious anaemia factor per gramme, and large 
On parenteral injection, 
even after heating, they gave an accelerated reaction not 
only ip the test animal but also in normal rabbits. The 
reaction in normal, rabbits must be due to a substance 
differing from gastric factor, liver factor, or “‘ factor II ”’; 
the new substance is termed “ factor IV ”’ and has many 
properties which suggest its relation to the true hormones. 
By comparing the activities of extracts made before and 
after autolysis of liver at 37° C. it was shown that liver 
factor had decreased while “ factor IV” increased. It is 
suggested that there are four stages in the development of 
the anti-anaemic principle, which acts directly on the 
bone-marrow cells; the gastric factor, which is itself 
formed by the interaction of intrinsic and extrinsic 
factors; the new “ factor II’’; the liver factor; and the 
new “ factor IV ”’ active in normal, as well as in diseased 
G. Discombe 


See also Section Digestive Disorders, Abstract 249. 


228. The Cryptogenic Acquired Haemolytic Anaemias 
J. A. Fisher. Quarterly Journal of Medicine (Quart. J. 
Med.) 16, 245-262, Oct., 1947. 35 refs. 


The author divides his 18 cases of cryptogenic acquired 
haemolytic anaemia into three categories: (1) miscel- 
laneous (14); (2) acquired haemolytic spherocytic 
jaundice (1); (3) haemolytic anaemia with paroxysmal 
haemoglobinuria (3). The course and responses to 
splenectomy and transfusion showed the miscellaneous 
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category to be a heterogeneous group presenting as 
common features anaemia, jaundice (usually acholuric), 
and a persistent reticulocytosis with a falling or unchanging 
level of haemoglobin. Eight had a macrocytosis (mean 
corpuscular diameter greater than 7-71 yu, or mean 
corpuscular volume more than 96 c.u), 4 were normo- 
cytic (m.c.d. 6°78 to 7-71 yz; m.c.v. 75 to 96 c.u), and in 
2 the red cell size was unknown. There was a history of 
remote tuberculosis in 5 of the 11 adults of the series. 
In 1 case an autohaemolysin active at 37° C. was found, 
and in another a high titre of cold agglutinin active 
between 4° and 34° C.. Two patients were malnourished. 
Four had related liver dysfunction; 1 of these later 
developed the classical signs of hepatolenticular degenera- 
tion (Wilson’s disease); in 2, splenectomy cured the 
anaemia but contributed to the subsequent liver failure, 
which the author ascribes to a protein deficiency following 
removal of the spleen, because: (1) the products of 
splenic haemolysis are no longer available as a protein 
supplement, and (2) the improvement in the anaemia 
demands the synthesis of haemoglobin, and this depletes 
the protein stores of the body. Neutropenia was found 
only in the 4 patients with hepatic involvement. 

Splenectomy was carried out in 6 patients; in 2 the 
anaemia was cured though in 1 of these there was later 
liver failure; a third recovered from anaemia; 3 were 
unrelieved. Of the 8 in whom splenectomy was not 
performed, 7 improved but only 3 became completely 
well. Transfusions were used as a preparation for 
splenectomy in 6; they permitted a waiting policy and 
hastened convalescence; in 1 they gave rise to a pro- 
longed remission. Reasonable safety could be ensured 
if the blood was delivered slowly by intravenous drip 
after tube-incubation cross-matching, blood of the same 
group as the patient’s being given and regard beigg had 
to the possibility of Rh incompatibility. 

Three patients showed some of the features of acute 
haemolytic anaemia of the Lederer type. The case of 
acquired haemolytic spherocytic jaundice was associated 
with neutropenia and thrombocytopenic purpura; there 
was marked spherocytosis and increased saline fragility, 
and the red cells were sensitized by a globulin of the 
immune-body type. All 3 patients with paroxysmal 
haemoglobinuria were women and the haemoglobinuria 
was nocturnal (Marchiafava-Micheli syndrome); colds 
produced exacerbations or recurrences; in 2 there were 
exacerbations before menstruation. Henry Cohen 


. 229. The Erythropoietic Activity of Choline Chloride in 


Megaloblastic Anemias 
L. J. Davis and A. Brown. Blood [Blood] 2, 407-425, 
Sept., 1947. 10 figs., 15 refs. 


This paper was abstracted in a previous issue (Abstracts 
of World Medicine, 1948, 3, 514). The author of the 
abstract misread the charts and the figures in the text, 
and criticized incorrectly the authors’ conclusion that 
they obtained a significant response in 2 cases resembling 
Addisonian pernicious anaemia which were refractory 
to liver extract and also secondary responses in 4 cases of 
Addisonian pernicious anaemia and one of megaloblastic 
anaemia of pregnancy after an initial response to liver 


DISORDERS OF THE BLOOD 


extracts. These cases did indeed all show varying degrees 
of improvement in the red cell count, accompanied jp 
some instances by a reticulocyte response. The figure 
of 3,500 red cells per c.mm. given in the first abstrag 
should have read 350,000, which was the smallest response 
recorded in these cases. The paper does in fact demon. 
strate that the effect of choline on erythropoiesis in man, 
particularly in megaloblastic anaemias refractory to liver 
extracts, is worthy of further investigation.—[Editor,] 


229a. Classification of Anemia in Infants and Children 
J. M. Baty. Journal of the American Medical Associa. 
tion [J. Amer. med. Ass.| 134, 1002-1003, July 19, 1947, 
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230. A Study of 114 Patients with Haemorrhagic 
Syndromes Seen within One Year. (A Critical Study of 
Tests of Haemostasis). (Etude de 114 cas de syndromes 
hémorragiques examinés en l’espace d’un an. Etude 
critique des épreuves fonctionnelles de l’hémostase) 

A. TZANCK and J. P. Souter, Revue d’Hématologie 
[Rev. Hémat.] 2, 429-478, 1947. 20 figs., 21 refs. 


The authors present clinical and haematological 

studies on 114 patients who bled excessively, made by 
the same methods and by the same technicians within 
1 year: each laboratory investigation was standardized 
against 30 to 60 normal controls. They conclude that 
haemostasis may be disturbed at one or more of three 
stages—(1) contraction of the injured vessels; (2) forma- 
tion of the platelet thrombus; (3) disturbance of the 
clotting mechanism—and that if any one of these is 
-abnormal the later stages may fail to proceed normally. 
Purpura is usually accompanied by abnormalities of the 
two first stages, while abnormalities of clotting lead to 
haematoma formation and haemarthroses. 

Purpura can be further subdivided into: (a4) Thrombo- 
cytopenic, either idiopathic (19 cases), or secondary to 
intoxication (5 cases) or to infection (2 cases). In such 
cases the number of platelets is reduced permanently or 
intermittently, while prolongation of the bleeding time 
and failure of clot retraction are usual; capillary fragility 
is measured in about half the cases. Primary or idio- 
pathic forms can be differentiated from those secondary 
to intoxication or infection by the increase in the former 
of megakaryocytes in the bone marrow. (5) Syndrome 
of Glanzmann (2 cases), in which recurrent epistaxis 
and bruising occur, and clot retraction alone is decreased. 
(c) Syndrome of von Willebrand—Jiirgens (4 cases), 
presenting either as purpura or as haemophilia, in which 
the bleeding time is prolonged, all other tests being 
normal. (d) Allergic purpura (7 cases), usually of the 
Henoch-Schénlein type with swelling of joints or 
abdominal pain. Some of these patients are hyper- 
sensitive to tuberculin, and give normal reactions to 
laboratory tests. (e) Purpura secondary to skin disease 
or trophic disorders of the limbs (6 cases). 

The disturbances of clotting are divided into: 

(a) haemophilia (7 cases) with prolonged clotting time 
and usually a definite family history; (5) fibrinogeno- 
penia (1 case); (c) presence of an anticoagulant in the 
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circulating blood (1 case); and (d) hypoprothrom- 
binaemia due to liver disease or to dicoumarol poisoning 
(2 cases). Miscellaneous causes of bleeding, usually 
from a single site, include telangiectasia (4 cases) and 
other localized defects of the capillaries (24 cases); 19 
patients bled for no discoverable cause, but most of these 
had some disorder or dysfunction of the vegetative 
nervous system. Cirrhosis of the liver in Banti’s syn- 
drome (6 cases) causes multiple defects of the mechan- 
jsm of haemostasis. 

In cases of uncertain aetiology, transfusion of fresh 
blood is usually the best treatment; splenectomy is 
valuable in idiopathic thrombocytopenic purpura, especi- 
ally when the thrombocytopenia is persistent. In most 
other types of purpura the classic haemostatics, such as 
vitamins C and P or platelet extract, are of doubtful 
value. 

[This valuable and critical paper must be read in its 
entirety by all who are interested in the analysis of this 
complicated group of diseases. ] . G. Discombe 


231. Clotting Defect in Hemophilia: Deficiency in a 
Plasma Factor Required for Platelet Utilization 

K. M. BrinkHous. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 66, 117-120, Oct., 1947. 9 refs. 


In the experiments forming the basis of this communica- 
tion the syringes, needles, and glassware were treated with 
a methylchlorosilane, which provides a -non-wettabdle 
surface. The samples of blood were taken direct into 
sodium citrate and then subjected to a series of prolonged 
centrifugations at a constant temperature of 2° C. 
Platelet-free and platelet-rich plasmas were thus obtained 
from normal individuals and from haemophiliacs. The 
normal plasma after prolonged centrifuging did not clot 
within 30 hours after re-calcification. The prothrombin 
content of such plasma was within normal limits, but the 
prothrombin conversion rate was delayed. Tests for 
antithrombin gave normal values, and the plasma samples 
were clotted with normal rapidity by the addition of 
thrombin solutions. The addition of platelet suspensions 
reduced the clotting time to 6 to 9 minutes. 

The addition of this quasi-haemophilic plasma to 
haemophilic plasma obtained after prolonged centri- 
fuging did not affect clotting, but the addition of platelet- 


.tich plasma, either normal or haemophilic, reduced the 


clotting time to normal. The addition of platelets alone 
had no effect upon the clotting time of platelet-free 
haemophilic plasma, but in the presence of normal 
plasma, which by itself did not correct the clotting defect, 
the platelets reduced the clotting time to the normal 
range. The data indicate that the clotting of normal 
plasma depends upon the presence of formed elements. 
Plasma deprived of formed elements or their disintegra- 
tion products is stable, even in the presence of a wettable 
surface and optimum calcium ion concentration. The 
formed elements, however, cannot be utilized in the 
absence of a plasma factor present in normal blood. It. 
is suggested that normal plasma contains a factor 
necessary for thromboplastin liberation from the formed 
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elements of the blood, presumably by platelet lysis. 
In haemophilic plasma this platelet-lysin is deficient. 
L. J. Davis 


LEUKAEMIA 


232. Urethane in Leukemia : 
J.J. Wesster. Journal of the American Medical Associa- 


tion [J. Amer. med. Ass.] 135, 901-903, Dec. 6, 1947. 
17 refs. 


The literature on the pharmacological and therapeutic 
properties of urethane is briefly reviewed, and a case of 
chronic myeloid leukaemia which was treated with this 
drug with disastrous results is reported. The patient, 
a man aged 59 years, 6 months previously had received 
a course of x-ray therapy which had reduced his white 
cells from an initial count of 84,350 to 26,000 per c.mm. 
The count subsequently rose to 64,000 when the admini- 
stration of 3 g. of urethane daily was begun. During the 
following 5 weeks the response was satisfactory, the red 
cell count rising to a normal figure, the white cell count 
falling to 24,000 per c.mm., the spleen diminishing in size. 
The patient then developed purpura accompanied by 
anaemia and severe leucopenia. Despite immediate with- 
drawal of the drug and the administration of transfusions, 
** pentnucleotide ”’, and penicillin, the patient’s condition 
rapidly deteriorated, the white cell count fell to 100, and 
a fatal cerebral haemorrhage occurred. This is stated 
to be the second reported case of myeloid leukaemia in 
which death is attributable directly to the use of urethane. 

L. J. Davis 


233. ‘“* Lymphatic Reactions ”’ 
Leukaemic Patients 

S. N. ARDASHNIKOV. British Medical Journal (Brit. med. 
J.] 2, 955-958, Dec. 13, 1947. 9 refs. 


Attention has previously been drawn by the author of 
this paper and by others to the influence of hereditary 
factors in the aetiology of leukaemia, particularly in the 
lymphatic type. The author now provides evidence of 
a peculiar lability of the lymphatic system in relatives of 
patients suffering from lymphatic leukaemia. He claims, 
furthermore, that the onset of lymphatic leukaemia may 
be preceded by a lymphatic reaction in the individual 
affected. 

A man aged 25 developed an absolute lymphocytosis 
in association with tonsillitis; a sister had died in child- 
hood of leukaemia of an undetermined type. Of 2 
young girls who were identical twins 1 suffered from rheu- 
matic arthritis associated with a lymphocytosis and 
enlargement of lymph nodes, spleen, and liver. The 
other developed tuberculous pleurisy terminating in 
tuberculous meningitis; during her illness she had a 
persistent lymphocytosis rising to 90%. A grandfather 
was found to have chronic lymphatic leukaemia, and an 
uncle had died of this disease. Another patient who 
developed chronic lymphatic leukaemia had been known. 
to have a lymphocytosis during the previous 4 years. 

L. J. Davis. 
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234. Aerosol Therapy 
Report of Fifty Cases 
V. Bryson and E. J. Grace. New England Journal of 
Medicine [New. Engl. J. Med.| 237, 683-692, Nov. 6, 
1947. 46 refs. 


_ The authors state that the use of antibiotic aerosols, 

particularly in combination with synergistic agents, is 
largely unexplored and that benefit is uncertain, for 
extraneous conditions may affect the results. They 
present 50 cases treated by them over the last two years, 
and stress the point that simplicity of equipment and 
procedure is vital if penicillin aerosol therapy is to be 
generally useful. Complicated rebreathing apparatus is 
unnecessary, since benefit has been noted in cases where 
no measurable blood level was attained. All that is 
required for administration is a nebulizer connected to a 
tank of compressed aif so arranged that the patient may 
operate it only during inhalation. A nebulizer, as 
opposed to the ordinary commercial atomizer, is essential, 
since the particles must be 5 p or less in diameter if they 
are to pass readily into the smaller bronchioles and the 
alveoli. 

In this study 34 cases were treated with aerosols of the 
cationic detergent “ zephiran”’’ (alkyl dimethylbenzyl- 
ammonium chlorides in aqueous solution) employed as a 
solvent for antibiotics. These detergents are found to 
enhance the properties of both penicillin and strepto- 
mycin, probably by increasing solubility and reducing 
surface tension. They may be instrumental in reducing 
the incidence of drug-fast infections incurred during the 
course of treatment. Antibiotics should be administered 
in large doses and with sufficient frequency to maintain 
bacteriostasis for the more resistant members of a hetero- 
geneous bacterial population. In preparation for 
aerosol therapy 0-5 ml. of 0-25% solution of “* neo- 
synephrine ’’ in a nebulizer was inhaled deeply. This 
was immediately followed by deep inhalation of 100,000 
units of penicillin dissolved in 3 m1. of 1 in 1,000 aqueous 
solution of zephiran repeated every 8 hours and con- 
tinued for 10 days. Inhalation must be to the full extent 
of vital capacity. In only 4 cases were toxic reactions 
noted; these took the form of urticarial swelling and 
itching. 

Results in 45 cases of respiratory disease are sum- 
marized. Penicillin aerosol treatment has been found of 
greatest value in the chronic tracheo-bronchitis so often 
associated with bronchiectasis, pulmonary emphysema, 
and sinusitis. Of 21 patients with bronchiectasis, 10 
definitely benefited; of 10 with bronchitis, 8 showed 
improvement; of 13 with sinusitis, 10 showed clinical 
improvement and there was no relapse. 
diffuse pulmonary fibrosis, where the vital capacity was 
limited, definite benefit accrued, as shown by increased 
respiratory efficiency; this was probably due to reduction 
in associated infection. In asthmatic cases treatment 
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may be justified if the condition is infective. In cases of 
putrid lung abscess some success has been obtained. 4 
detergent capable of acting in high dilution must be used 
(this work is still in the experimental stage) to be of 
service in the elimination of the Gram-negative bacilli 
and penicillinase-producing bacteria involved. Pre. 
operative treatment by aerosols in these conditions should 
be of value. In active pulmonary tuberculosis invasiog 
by secondary organisms may be controlled by penicilliy 
aerosols. In the 4 cases cited, however, the advantage 
gained was not great. The use of streptomycin as an 
aerosol is worthy of investigation, but it is necessary to 
accompany its administration by general measures. It 
may be possible to deliver streptomycin topically in doses 
larger than can be administered by parenteral methods, 
One of the authors believes that this therapy may havea 
profound effect on the magnitude of surgical procedures 
in the treatment of pulmonary tuberculosis. They 
treated a small number of patients with streptomycin 
aerosol dissolved in zephiran. The disease was arrested 
with symptomatic improvement in 4 patients. 

The paper reviews extensively the work carried out on 
this subject in the United States. 


Richard D. Tonkin 


235. Clinical Patterns of Undifferentiated and Other 
Acute Respiratory Diseases in Army Recruits 

THE COMMISSION ON ACUTE RESPIRATORY DISEASES. 
Medicine [Medicine, Baltimore| 26, 441-464, Dec., 1947. 
8 figs., 27 refs. 


This is a study of acute upper respiratory conditions 
as they occurred in a training company in 1943-5, 
They were divided into: (1) pneumonias, recognized 
by radiological consolidation, 7 to 10%; (2) influenza 
diagnosed by red cell agglutinin inhibition by serum (a 
small number); (3) exudative tonsillitis and pharyngitis, 
15%: (a) non-streptococcal; (5) with streptococci and 
antibodies; and (c) with streptococci but without anti- 
bodies; (4) undifferentiated acute respiratory disease 
(A.R.D,), diagnosed by exclusion in 75 to 90%. Those 
cases falling into groups (3) and (4) are dealt with. Four 
series of cases were investigated by daily clinical records 
and careful radiological, bacteriological, and haemato- 
logical studies. Many tables showing comparative 
curves of the incidence of main symptoms and signs and 
the time of their occurrence in each of the categories (3) 
and (4) are given. In the case of A.R.D. (75% of cases) 
the pattern did not change in three separate studies. 
There was a short febrile course with constitutional 
symptoms and signs suggesting involvement of the 
tracheo-bronchial tree. There was no characteristic 
picture in the throat, and nasal symptoms were not 
prominent. The leucocyte count was normal. The 
cause was not bacterial and was probably a virus. Of the 
cases of exudative tonsillitis and pharyngitis half gave a 
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growth of B-haemolytic streptococci, and of this group 
about 50% developed streptococcal antibodies. The 
latter cases constitute a definite syndrome. The onset 
is sudden, the constitutional symptoms are fairly severe, 
and the temperature rises to about 102° F. (38-9° C.) 
and may persist for 5 to 7 days. The inflammation of 
the throat was more severe and general redness universal, 
while the exudate was considerable; two-thirds of the 
patients had enlarged cervical lymph nodes and a definite 
leucocytosis was present in 80%, mainly polymorpho- 
nuclear. Of those cases with streptococci but without 
antibodies, some were probably streptococcal but others 
were thought to resemble A.R.D. in patients who were 
carriers of streptococci. The cases in the exudative 
group without streptococci showed a syndrome rather 
similar to A.R.D. and are considered to represent a 
variant of the latter. F. H. Young 


236. Bacteriological Findings in Undifferentiated and 
Other Acute Respiratory Diseases 

THe COMMISSION ON ACUTE RESPIRATORY DISEASES. 
Medicine |Medicine, Baltimore] 26, 445-484, Dec., 1947. 
2 figs., 48 refs. : 


This study is complementary to that reported in 
Abstract 235, and deals with the relation of the bacterial 
flora of the pharynx to acute minor respiratory disease. 
Three groups were studied. (1) Men in a series of 
platoons who were living together in barracks for the 
first time had throat cultures taken each week, and were 
asked each time whether they had had a cold during the 
preceding week. The variation in the pharyngeal flora 
and the relation of the changes in the flora to the incidence 
of colds was studied. (2) A similar procedure was 
carried out on volunteers living in isolation in their own 
rooms. In both groups there was marked difference in 
the flora of the individuals from time to time, and this 
bore no relation to the incidence of acute undifferentiated 
respiratory disease (A.R.D.). (3) Patients admitted to 
hospital for A-R.D. were examined bacteriologically to 
see if any constant relation existed between the frequency 
and type of the organisms and A.R.D. None was 
found. A similar result was obtained in patients with 
atypical pneumonia and influenza—in contrast to 
patients with exudate in their throats with or without 
streptococcal antibodies—who harboured f-haemolytic 
streptococci more frequently than did other groups. 
Many tables illustrating the incidence of various organ- 
isms at different times in the various groups are given. 

F. H. Young 


237. Hyperventilation: Analysis of Clinical Symptom- 
atology 

G. L. ENnGeL, E. B. Ferris, and M. LoGaN. Annals of 
Internal Medicine [Ann. intern. Med. 27, 683-704, Nov., 
1947. 4 figs., 29 refs. 


Hyperventilation is often psychogenic or emotional 
in origin and may be a hysterical conversion phenome- 
non. It may occur in fright, anger, apprehension or 
aggression, mental or physical. Sometimes, however, 
it is associated with a diffuse encephalopathy and it may 
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well be provoked by anoxia. The clinical manifestations 
include tetany, but electroencephalographic research 
shows that this is not central but peripheral in nature. 
Numbness and tingling are much more commonly - 
observed than is tetany and are also due to peripheral 
processes. The most important result of hyperventila- 
tion is a reduction in or loss of consciousness often 
associated with minor epileptic seizures or hysterical 
convulsions. 

[The paper contains a wealth of biochemical data with 
pointers of the value of studies in hyperventilation in 
practical psychiatry and aviation medicine.] 

G. F. Walker 


238. A Method of Determining the Site of Retention of 
Aerosols within the Respiratory Tract of Man by the Use 
of Radioactive Sodium. Preliminary Report 

T. R. Tarsot, E. H. Quimsy, and A. L. BARAcu. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 214, 585-592, Dec., 1947. 5 figs., 19 refs. 


By addition of the radioactive isotope of sodium, 
Na**, into aerosols the latter can be traced to their site 
of retention in the lungs and measured. The radio- 
active sodium emits penetrating gamma rays which can 
be demonstrated and measured by a Geiger—Miiller | 
counter placed on the chest. The aerosol was produced 
by a specially constructed vaporizer; the solution 
consisted of sodium chloride with a known amount of 
the tracer element. It is believed by the authors that the 
study of aerosols labelled by radioactive isotopes is of 
practical importance, and offers a means for scientific 
evaluation of various methods of nebulizing therapeutic 
substances. A. I. Suchett-Kaye 


239. Giant Bullous Cysts of the Lung 


P.R. ALLISON. Thorax [Thorax] 2, 169-175, Dec., 1947. 
1 fig. 


Six cases are described illustrating giant bullous cysts 
of the lung and their complications. The first patient 
died after severe dyspnoea caused by extensive cystic 
changes in the lung. The symptoms produced by dis- 
tension of individual cysts may be dyspnoea and pain 
or may depend upon infection. Apart from infected 
cases, the main symptoms are dyspnoea and pain. 
Since an isolated over-inflated area of lung could, through 
nervous influences, limit the depth of respiration and so 
give rise to exertional dyspnoea it is suggested that a 
focus of increased tension acts as governor to the Hering— 
Breuer reflex. In the second case a phrenic crush relieved 
the symptoms, which returned when the effects of the 
crush wore off, to come under control again with a 
phrenic evulsion. In the third case the sequence of 
events was similar, but death ensued from coronary 
thrombosis so that long observation was not possible. 
The fourth patient was a woman in whom lobectomy was 
carried out, a procedure which is stated to have been 
more drastic than was strictly necessary. Examination 


of the specimen suggested the method of treatment 
followed in the fifth case. This was removal of the cyst 
and closure of the leak in the bronchial wall after its 
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location by observation of bubbles appearing in saline 
introduced into the field of operation. The sixth case 
required lower and middle lobectomy and the right 
phrenic nerve was crushed “ to prevent overdistension of 
the upper lobe ’’. The cysts may sometimes be symptom- 
less. They are caused either by bronchial stenosis and 
overdistension of the lobule supplied or by ulceration of 
the wall of such a bronchus with the escape of air into 
the interstitial tissue of the lung. In a given cystic space 
if the air shows no tendency to absorb, a cyst is more 
likely to be present than a pneumothorax. Needling of 
cysts is contraindicated because of the risk of develop- 
ment of a tension pneumothorax. Kenneth Robson 


See also Section Pathology, Abstract 117. 


240. Treatment of Broncho-pulmonary Suppuration by 
Local Injection of Penicillin: Report of 63 Cases 

H. Métras and J. Lieutier. Thorax [Thorax] 2, 196- 
- 202, Dec., 1947. 2 figs., 6 refs. 


Direct instillation of penicillin into foci of pulmonary 
suppuration is advocated on the hypothesis that penicil- 
lin acts more powerfully if introduced directly into.an 
area of suppuration than if given systemically. For a 
lung abscess at least 100,000 units (in 5 to 10 ml. of normal 
saline) should be instilled every 2 days. Accurate topo- 
graphical diagnosis is a prerequisite for the treatment. 
After the bronchial tree has been anaesthetized with 1% 
** pantocaine ” the catheter (of a special type) is mani- 
pulated into position with the patient under fluoroscopic 
observation. The patient is arranged comfortably, so 
positioned that the end of the catheter and the affected 
segment of lung ace directed vertically downwards. The 
position is maintained for 30 minutes. The results are 
considered symptomatically and in relation to the primary 
condition itself. Some successes are claimed for 
instillation, either as the sole form of therapy or as a 
preliminary measure making surgery possible. “‘ It can 
cure, with little disturbance and few manipulations, many 
patients who would otherwise be judged hopeless. In 
the whole series of 63 cases 75% recovered and 17% have 
undergone an operation for extirpation of the disease.” 

Kenneth Robson 


241. Measles and Giant-cell Pneumonia 
N. E. R. ARCHER and R. Biccs. Medical Officer [Med. 
Offr) 78, 231-234, Nov. 29, 1947. 4 figs., 22 refs. 


This paper records 3 cases of pneumonia of unusual 
type complicating measles in 2 patients and scarlet fever 
in the third. One patient died, necropsy revealing a 


giant-cell pneumonia, and the authors conclude that the ° 


other 2 cases were similar. The patient who died was a 
boy of 5 years who had been ill with high fever since a 
measles rash appeared 18 days before his death. The 
signs were those of widespread consolidation of both 
lungs, and there was no improvement after administra- 
tion of sulphadiazine from the fourteenth day. Peni- 
cillin was only given for 24 hours before death. 
Necropsy revealed a confluent bronchopneumonia and 
microscopical examination an extensive fibrinous exudate 


beginning to organize in places and a predominant 
monocytic cellular reaction with scattered giant cells 
containing numerous eosinophil inclusions. The litera. 
ture of the condition is reviewed. 

[The clinical and radiological features of these cases do 
not seem sufficiently clear to justify the assumption that 
all were of common origin.] _ J. W. Litchfield 


242. Oral Penicillin in Young Children 
A. I. SucHett-KayeE and R. B. Latrer. British Medical 
Journal (Brit. med. J.] 2, 953-954, Dec. 13, 1947. 4 refs, 


Calcium penicillin tablets were given in doses of 
10,000 to 20,000 units every 3 or 4 hours for infants under 
6 months, 20,000 to 30,000 units for children of 6 to 
12 months, and 30,000 to 40,000 units for those over 
1 year. Eighteen cases of bronchopneumonia and § 
cases of lobar pneumonia were treated, but in 4 treat. 
ment was interrupted by complications and in 4 others 


’ treatment with sulphamezathine was instituted in view 


of failure to respond to oral penicillin. The remaining 
patients made a satisfactory recovery. Adequate 
penicillin levels were usually present in the serum 
2 hours after an oral dose. [There is little evidence in 
this paper of the extent of the influence of oral penicillin 
on the course of the disease.] J. W. Litchfield 


243. Oral Penicillin in Treatment of Pneumonia in the 
Adult 
T. ANDERSON and J. B. LANDSMAN. British Medical 
Journal [Brit. med. J.] 2, 950-953, Dec. 13, 1947. 3 figs., 
7 refs. 


Alternate cases of pneumonia were treated either with 
intramuscular penicillin, 50,000 units followed by 20,000 
units 4-hourly for 5 days (a few received higher dosage), or 
with oral penicillin. The latter was given in the form 
of tablets of 20,000 to 25,000 units of calcium penicillin 
with 0-5 g. sodium citraté, 40,000 to 60,000 units being 
given 3-hourly and the dose being reduced to 25,000 units 
after 48 hours in the later cases. The mean parenteral 
dose was 800,000 units and the mean oral dose 1,650,000 
units. The tablets were always administered with 1 to 
2 oz. (56 ml.) of milk, and fluid intake was restricted to 
2 pints (1-13 litres) a day. 

In each group there were 45 cases roughly comparable 
in age, type of pneumococcus, duration of illness, 
incidence of bacteriaemia, and amount of sulphonamides 


' given before admission. Duration of fever was 1-9 days 


after admission in the “ intramuscular” group and 1-4 
days in the “oral”? group; complications were very 
similar, and deaths numbered 3 and 4 respectively. 

The authors conclude that the oral method of 
administration is satisfactory in pneumonia, and suggest 
that hypochlorhydria may reduce the wastage of penicillin 
in acute infections. The average duration of fever 
from the start of the illness, including the period before 
admission to hospital, was 5-4 days in the group given 
parenteral penicillin and 4-6 in the group given the drug 
by mouth, so that in neither group was the effect on the 
natural duration of the illness very striking. “ 

J. W. Litchfield 
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244. Clinical Observations on Starvation Edema, Serum 
Protein and the Effect of Forced Feeding in Anorexia 
Nervosa 

J. M. BERKMAN, J. F. Weir, and E. J. KepLer. Gastro- 
enterology (Gastroenterology| 9, 357-390, Oct., 1947. 
13 figs., 19 refs. 


The authors report a study of 31 patients attending the 
Mayo Clinic with anorexia nervosa between January, 
1941, and May, 1947, inclusive. Their main purpose is 
to point out the relation of the serum protein to oedema 
and the weight curve during dietary treatment. 

In a preliminary survey of the literature they show that 
oedema, anaemia, and decreased concentration of serum 


‘protein are infrequent in anorexia nervosa. On the 


other hand, the degree of emaciation is comparable in 
severity to that seen during wars and famine. In 1943 
one of the authors (Berkman, Proc. Mayo Clin., 18, 81) 
drew attention to a peculiar weight curve observed in a 
number of instances where considerable weight had been 
gained. A satisfactory initial gain over a week or 
10 days was followed by a phase lasting a week or longer 
during which little if any weight was gained. After this 
period the patients’ weight again began to increase, 
though without any addition to the diet. It was suggested 
that the initial rapid gain might be due to the retention 
of water and electrolytes. During the phase in which no 
gain in weight occurred the excretion of water might be 
balanced roughly by an actual storage of flesh. In 1945, 
Berkman (Ann. intern. Med., 22, 679) drew attention to 
the occurrence of oedema of the feet and ankles at the 
end of the first week or 10 days of treatment in patients 
who responded exceptionally well to diet. The oedema 
developed in association with the initial gain in weight. 
The values of serum proteins were normal in these cases. 
The present authors lay special emphasis on the need for 
caution in feeding, particularly when cachexia is extreme. 
Such patients either will not or cannot tolerate abrupt 
changes in their dietary habits. Aggressive treatment 
may prove disastrous, and the need for tube feeding or 
the intravenous supply of fluid is a sign of danger. The 
authors make a rough estimate of the daily calorie intake 
before admission and add to this 300 calories, making a 
total usually of 1,300 to 1,500 calories; this the patient 
is expected to éat. Fullness and some epigastric dis- 
comfort are at first complained of, but gradually dis- 
appear. Every 5 to 6 days 300 calories are added to the 
diet until the total intake reaches 3,200 calories. 

_ Of 31 patients studied, the condition in 7 is presented 
in detail and in 18 considered briefly. The weight was 
calculated in percentages of the ideal weight, obtained 
from standard age, height, and_ weight tables. It is 
Suggested that when a person loses 50% of his ideal 
weight the condition is always potentially serious. 
value of 50% appears to be a critical level, patients with 
weights even slightly below this presenting much more 
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difficult problems than those with weights slightly above. 
Psychiatric examinations were not usually conducted. 
Physical details are not given, but there are a number of 
satisfactory photographs showing the degree of emacia- 
tion and the hirsutism which is a frequent accompaniment 
of the illness. The infantile type of uterus and glazed 
atrophic vaginal mucosa were present in all. In severe 
and typical cases the basal metabolic rate was subnormal, 
the oral-glucose curve flat, the rate of urinary excretion 
when large quantities of water were ingested decreased, 
and the urinary excretion of gonadotrophic substances, 
17-ketosteroids, and oestrogenic substances absent or 
minimal, the overall picture from the laboratory stand- 
point being that of severe but reversible anterior pituitary 
insufficiency. The authors point out that it is this 
reversibility which distinguishes these cases from 
Simmonds’s pituitary cachexia. : 
Reports show that in cases of rapid loss of weight 
or marked or extreme emaciation treatment with a diet 
high in protein and calories is, in some instances, followed 
in a few days either by the appearance of oedema or by 
an increase in pre-existing oedema. In cases in which 
oedema was not recognizable clinically the gain in weight 
was sufficiently rapid to suggest that water was being 
retained by the body in appreciable amounts. The 
weight curve was characteristic. Early in the course of 
treatment it rose rapidly and oedema might occur or 
increase if present. In the second phase the weight was 
maintained and might even decrease. Oedema persisted 
or slowly decreased as flesh was gained, the weight of 
water lost being approximately equal to the weight of 
flesh gained. In the final phase there was a progressive 
rise in weight, the disturbance in water balance was 
corrected, and oedema was absent. In severe untreated 
cases of anorexia nervosa values for the serum proteins 
were more often than not within the normal range of 
6 to 8 g. per 100 ml. In about one-third of the cases 
values lower than these were recorded but values usually 
could not be correlated with the presence or absence of 
oedema; nor did this appear to be contingent on the 
degree of anaemia. T. L. Hardy 


245. Effect of Penicillin on Bacterial Flora of the 
Mouth 

D. A. Lonc. British Medical Journal [Brit. med. J.], 
819-821, Nov. 22, 1947. 17 refs. 


A series of patients was treated locally and paren- 
terally with penicillin, the cases being classified as 
follows: A. Patients receiving local penicillin treatment 
(penicillin pastilles): (1) Cases of acute gingivo-stoma- 
titis (Vincent’s type). (2) Cases of acute and chronic 
tonsillitis. (3) Cases treated for a variety of traumatic, 
surgical, and dental conditions. The total number of 
cases was 500. B. Patients receiving systemic penicillin 
treatment: (1) In a dosage of 500,000 to 1,000,000 units 
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in 24 hours: (a) cases of subacute bacterial endocarditis; 
(b) cases of severe diphtheria and scarlet fever; (c) 
cases of actinomycosis. The total number of cases was 
30. (2) In a dosage of less than 500,000 units in 24 
hours: (a) as in Group BI (a); (6) patients receiving 
routine penicillin treatment for a variety of conditions. 
The total number of cases was 30. 

After the administration of penicillin by either route 
there was a rapid fall in the number of viable penicillin- 
sensitive organisms present in the mouth. The changes 
appeared first in the saliva, in which the total viable 
count fell from about 60,000,000 to about 8,000,000 
organisms per ml. in a few minutes. Changes in the 
flora of the gum pockets and superficial parts of the 
tonsils followed in a few hours, and were more striking 
after systemic treatment. During the first few days of 
treatment Haemophilus influenzae, Neisseria pharyngis 
sicca, and Monilia albicans were the only organisms 
demonstrated in cultures made from material taken from 
the oral cavity. Such cultures often remained sterile. 

This first phase of rapid reduction of organisms was 
followed by a second phase of invasion by organisms of 
the Bacterium group. Of 312 patients suffering from 
acute gingivo-stomatitis treated with penicillin pastilles, 
77%, became infected by Gram-positive bacilli between 
the second and seventh days of treatment. All patients 
receiving systemic penicillin in a dosage of 1,000,000 
units a day for more than 3 days developed a secondary 
infection, mostly on the third to fourth day of treatment. 
Once present the invading organisms rapidly increased 
till the total viable count in the saliva was about 
60,000,000 organisms per ml. When treatment was 
stopped they gradually decreased in numbers as the 
- normal flora re-established itself. Gram-negative bacilli 
did not produce penicillin stomatitis, but were associated 
with a breakdown in intra-oral surgery with destruction 
of skin- and bone-grafts. Three hundred strains of 
Gram-negative bacilli were isolated, and classified as 
follows: Bact. aerogenes, Type 1, 40%; Bact. coli, 
Type I, 17%; Intermediate, Type I, 14%; Bact. coli, 
Type II, 4%; Intermediate, Type II, 4%: Bact. aerogenes, 
Type II, 1%; Irregular other types, 16%; Pseudomonas 
pyocyanea, 4%. 

It was also noted that, though’ ordinary strains of 
H. influenzae are penicillin-resistant, the haemolytic 
variety is very sensitive and is rapidly removed from the 
mouth by penicillin treatment. In the case of Actino- 
myces bovis it was found that penicillin caused marked 
changes in morphology, with loss of characteristic 
dimorphism and a tendency to assume the bacillary 
form. Atypical colony formation also occurred. 

R. B. Lucas 


246. Oral Administration of Penicillin in the Treatment 
of Vincent’s Infection 

D. E. Ziskin, A. H. Kutscuer, and A. R. CLARK. 
Journal of the American Dental Association [J. Amer. 
dent. Ass.] 35, 627-633, Nov. 1, 1947. 2 figs., 13 refs. 


These authors have previously reported on the use of 
penicillin by intramuscular injection, submucous injec- 
tion, and topical application. In this study the patients 


swallowed buffered penicillin tablets. Eight cases ang 
3 controls were studied. The effect of the administration 
of tablets was to reduce quickly the number of spiro. 
chaetes and fusiform bacilli; only a few were seen by the 
end of the sixth day. It is concluded that the use of 
orally ingested penicillin with scaling has advantages over 
scaling alone. ° D. Robertson-Ritchie 


STOMACH 


247. Fifteen Years’ Experience with Free Feeding of 
Patients with Bleeding Peptic Ulcer. Fatal Cases 

E. MEULENGRACHT. Archives of Internal Medicine 
[Arch. intern. Med.] 80, 697-708, Dec., 1947. 18 refs. 


The author’s well-known “ free feeding programme” 
is used for gross haemorrhage from peptic ulcer, with 
haematemesis and melaena. The purée of diverse foods 
is given at 6 and 9 a.m. and at 1, 3, and 6 p.m. Itis 
clearly much more pleasing to the patient than was the 
older method of morphine, ice, and starvation. It can 
be accepted that 15 years’ experience has proved its value. 
This can be explained in the partial neutralization of 
acidity, the reduction of hunger contractions, and the 
benefit to healing processes of supported nutrition. 

{It remains, however, a moot point to what extent 
the mortality from bleeding ulcer has been reduced. 
Meulengracht’s “‘ gross haemorrhage’ means distinct 
haematemesis or directly visible melaena in contrast with 
streaks of blood in the vomit or chemically detectable 
blood in the faeces. Such patients are always admitted 
to the Copenhagen hospital. It is very doubtful whether 
they can be compared with patients with bleeding ulcer 
admitted to English or American hospitals; comparison 
of statistics of mortality is even less satisfactory. Gross 
haemorrhage in the latter countries is a term usually 
applied to bleeding sufficiently copious to produce other 
symptoms of blood loss.] 

Another point emphasized by the author is that 
haemorrhage from gastric ulcer is more liable to be fatal 
than that from duodenal ulcer. With the striking 
decline in ulcer of the stomach in proportion to duodenal 
disease the intrinsic mortality rate from bleeding peptic 
ulcer has fallen—another fact which makes comparison 
with older statistics difficult. In the last 15 years 
Meulengracht has treated 1,031 patients with bleeding 
ulcer, of whom 26 died as a near or remote result of 
haemorrhage. In 19 of these haemorrhage was the direct 
cause of death. No deaths occurred in cases of melaena 
alone. Haematemesis is therefore of prognostic signi- 
ficance. The gross mortality rate was 2-5%; _ this 
represents all deaths while patients were in hospital. 
The net mortality rate was 1-5°%; here deaths are excluded 
if due to causes other than haemorrhage, or if they arose 
before treatment was started. After treatment by 
morphine and starvation the gross mortality rate was 
about 8%. A. H. Douthwaite 


248. A Study of Gastric Acids in Prefrontal Lobotomy 
J. A. Reep. Gastroenterology {Gastroenterology] 10, 
118-119, Jan., 1948. 2 refs. 


249. 
Ww. 
1,9 
Si 
pert 
stor 
gate 
logi 
oth 
had 
revi 
whi 
sco 
stor 
wei 
for! 
nor 
rev 
asy 
sto 
sce 
the 
act 
rer 
ab 
ep 
pre 
eal 
Th 
aft 
an 
ev 
no 
a! 
ul 
se 
ste 
th 
ev 
in 
di 
al 
th 
al 
th 
d 
M 
n 
F 


STOMACH 


249. Cancer of the Stomach in Addison’s Anaemia 
w. A. Bourne. British Medical Journal (Brit. med. J.] 
1, 92-94, Jan. 17, 1948. 10 refs. 


Some clinicians consider that patients suffering from 
pernicious anaemia are more liable to cancer of the 
stomach than normal individuals. The author investi- 
gated 15 unselected cases of pernicious anaemia radio- 
jogically and gastroscopically, discovering 3 cases of 
carcinoma of the stomach and 1 of leiomyoma. Two 
other patients remain under observation. 

One case is of particular interest. A man, aged 65, 
had had pernicious anaemia for 8 years. Radiography 
revealed “‘ some rigidity of the prepyloric region, some- 
what suggestive of early scirrhous carcinoma ’’. Gastro- 
scopy showed fixity and pallor of the lower third of the 
stomach, with no peristalsis. Although he was gaining 
weight and was symptom free, laparotomy was per- 
formed 6 months later; there was no evidence of carci- 
noma but the stomach was not opened.. A year later after 
4 weeks of gastric symptoms, another laparotomy 
revealed a large carcinoma. In a second case—also 
asymptomatic—radiography indicated a rather small 
stomach, with narrowing of the pyloric antrum. Gastro- 
scopy revealed small reddish nodular protuberances at 
the angulus. Antral peristalsis and pyloric closure were 
active. At operation the lower third of the stomach was 
removed. Histologically the thin mucosa thickened to 
about five times its depth, with hyperchromatic vegetative 
epithelium, proliferating actively. This appearance is 
probably pre-cancerous and in a single acinus genuine 
early carcinomatous de-differentiation was recognized. 
The muscularis mucosae was intact. The third patient, 
after 13 years of liver treatment, had a narrowed pyloric 
antrum with active peristalsis and no radiological 
evidence of ulcer. Gastroscopy revealed an irregularly 
nodular angulus, and an indurated pylorus closing 
irregularly. Although the patient was symptom free, 


a laparotomy 3 months later disclosed a large malignant - 


ulcer of the antrum invading the peritoneum, with 
secondaries in the liver. Only the lower third of the 
stomach was involved. 

In all 3 cases the carcinomatous area was in the lower 
third of the stomach, and radiology showed narrowing, 
even in the 2 very early cases. This may be the first 
indication of carcinomatous change, or it may be a 
general characteristic of these stomachs. It is not pro- 
ductive of delay. The lower stomach is not usually 
abnormal in pernicious anaemia and gastroscopy confirms 
this. 

The number of cases is too small for any definite 
conclusions to be drawn, but the author suggests that in 
any case of pernicious anaemia an abnormal mucosa in 
the prepyloric region should be viewed with suspicion. 
He suggests too that the commoner prepyloric carcinoma 
does not arise in localized polyposis, but is associated 
with diffuse mucosal changes, detectable by gastroscopy 
at an early stage, and with radiologically demonstrable 
narrowing of the prepyloric area. Geoffrey Whittall 


See also Section Radiology, Abstract 93, and Section 
Pathology, Abstract 110. 


INTESTINES 


250. Observations on Uraemia and Non-tropical Sprue. 
(Beobachtungen iiber Uramie und iiber einheimische 
Sprue) 

R. SCHONHERR. Wiener Klinische Wochenschrift [Wien. 
klin. Wschr.] 59, 765-769, Nov. 21, 1947. 3 figs. 


A detailed description of 3 cases of uraemia and one 
case of steatorrhea, all fatal, is given. The latter patient 
had had a partial gastrectomy for pyloric stenosis, but it 
seems that the symptoms of steatorrhoea began before 
the operation. Numerous investigations were carried 
out. The anaemia was normocytic, with hypocellular 
normoblastic bone marrow. Red cell fragility was 
diminished. The lipase content of the duodenal juice 
was about half the normal, while trypsin and amylase 
were present in normal amounts. 

[The finding of diminished lipase in the duodenal juice 
was probably not of significance in producing the 
steatorrhoea in this case, since the normal variation in 
pancreatic lipase is very wide and a diminution of this 
order would leave more than enough for normal fat- 
splitting to occur. The finding is of some interest, how- 
ever, as others have made similar observations.] 

L. P. R. Fourman 


251. A Syndrome of Nontropical Sprue with an Unusual 
Neurologic and Psychiatric Picture 

F. KANT and H. N. Lusinc. Wéisconsin Medical Journal 
[Wis. med. J.| 46, 1095-1097, Nov., 1947. 5 refs. 


Patients with sprue and idiopathic steatorrhoea are 
often depressed and irritable, but psychotic reactions are 
very rare. The authors report a case of idiopathic 
steatorrhoea in a 42-year-old man simulating an atrephic 
brain process, though episodes of diarrhoea had preceded 
the mental changes by some 4 years. Diarrhoea was 
again a prominent symptom immediately before the 
patient’s admission, when he was noted to be irritable, 
unmannerly, unreliable, and untidy. An unusual 
symptom was some pruritus, associated with vesiculo- 
pustular eruption. ‘‘ Mental examination revealed the 
patient’s mentation to be remarkably slow. He was 
disoriented with regard to time, poorly as to place, but 
adequately as to person. His consciousness was not 
clouded except for a short period following two epileptic 
convulsions. Memory retention and recall of recent 
events were impaired. More defective than the mnestic 
functions were discrimination and judgment. He was 
unable to answer questions requiring discrimination. 
Simple arithmetic problems were done very poorly. 
Emotionally the patient appeared dull.” Physically, he 
was very wasted. The tongue showed marked fissuring 
and loss of papillae. Apart from hypertonicity of both 
forearms and fibrillary muscle twitchings there were no 
other notable physical signs. Haemoglobin value, white 
cell count, blood sugar, blood urea, and cerebrospinal 
fluid were all normal. Serum calcium was 4:3 g. and 
phosphorus 2-8 g. per 100 ml., with a total serum pro- 
tein of 5-6 g. per 100 ml. Blood chlorides were 482 mg. 
per 100 ml. The stool was “ positive for fat”’ on one 
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occasion. The electro-encephalogram showed low- 

voltage fast waves with superimposed moderate-voltage 

waves of four to five a second. Numerous other 
- investigations are reported in detail. 

In hospital the patient had two major convulsions. He 
was treated with large doses of vitamin-B complex, 
vitamin C, vitamin D, calcium lactate, a high-calorie 
high-protein diet, and large doses of crude liver extract 
intramuscularly. He improved rapidly, and 5 weeks 
after admission he was mentally normal and had gained 
10lb. (4-5 kg.) in weight. Blood calcium was now 
8-1 g., blood phosphorus 4-3 g. and total serum protein 
4-6 g. per 100 ml. Though steatorrhoea was not directly 
demonstrated, the diagnosis of sprue syndrome with 
tetanic symptoms seemed justifiable. [The authors 
imply that the mental changes were due to the low blood 
calcium, but it is possible that the vitamin therapy 
produced the rapid improvement in this condition, which 
apparently had some resemblance to Korsakow’s 
syndrome.] L. P. R. Fourman 


See also Section Pathology, Abstract 122. 


252. Pharmacology of the Sphincter of Oddi 
M. EISENSTEIN and H. NECHELES. Gastroenterology 
[Gastroenterology] 9, 576-578, Nov., 1947. 4 refs. 


This is a preliminary communication on experiments 
on dogs in which the pressure required to perfuse saline 
at a constant rate from the bile duct through the sphincter 
of Oddi is measured. It is claimed that the effect of 
various drugs added to the saline, and thus applied to the 
sphincter locally, is much greater than that of equivalent 
doses given intravenously. 

[Insufficient details are given to evaluate the authors’ 
claims. The original paper should be consulted for 
technical details.]} Denys Jennings 


253. Salmonellosis: Experiences in Military and 
Civilian Practice 

L. A. SmitH. Gastroenterology [Gastroenterology] 9, 
551-556, Nov., 1947. 4 figs. 


Brief observations are recorded on 36 patients with 
salmonella infections seen in an army station in the Far 
East, and on 4 patients at the Mayo clinic. There were 
7 infections with paratyphoid A, 25 with paratyphoid B, 
and 8 with various C strains. Five patients with A 
infection had a septic process with rigors, spikes of fever, 
headache, nausea, and vomiting without diarrhoea. 
One patient had an acute enteritis and one a chronic 
enteritis. Of the 25 patients with B infection 22 had 
an enteritis and 3 a septic process. Among the 8 cases of 
infection with C strains there were 2 cases of peritonitis 
and 2 of suppurative arthritis. One patient had an 
ileitis and caecitis, and an appendectomy was performed. 
In contrast to shigellosis, procto-sigmoidoscopic examina- 
tions usually yield negative results and sulphadiazine 
therapy is only moderately effective. The authors 
believe that untreated salmonella enteritis may become 
chronic. Denys Jennings 


DISORDERS 


Personnel, World War IT 
J. FELSEN and W. WoLARSKY. Gastroenterology (Gastro. 
enterology] 9, 557-561, Nov., 1947. 1 ref. 


In 33 out of 61 cases of ulcerative colitis in ex-soldiers 
the onset dated from epidemic outbreaks of dysentery, 
In only 12 of the 61 patients were stool cultures performed 
in the acute phase, but 5 were positive for the Flexner 
bacillus. Later on, in all 61 patients cultures wer 
prepared by the mucosal crypt aspiration method and § 
were positive for the Flexner bacillus. The authors 
contention appears to be that damage to the colon by 
Shiga infection is an important predisposing cause of 
ulcerative colitis, and that the ** ideal treatment of ulcera- 


’ tive colitis is the prevention of bacillary dysentery ”’. 


Denys Jennings 


LIVER 


255. Effect of Induced Liver Cirrhosis on the Repro- 
ductive System of the Male Rat 

M. Ferner, B. KRICHESKY, and S. J. GLAss. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.| 66, 235-239, Oct., 1947, 
18 refs. 


It is known that the liver inactivates endogenous 
oestrogens. These experiments record that when the 
liver is damaged by carbon tetrachloride the secondary 
sex organs atrophy but the testis is not altered either in 
weight or in histological structure. The interpretation 
of these findings is discussed. The authors favour the 
view that the secondary sex organ atrophy, which is 
reversible on recovery of the liver, depends upon the 
failure of oestrogen inactivation, as a result of which the 
level of oestrogen in the blood rises, rather than the view 
that it is a result of direct action of the poison upon the 
secondary sex organs. Douglas H. Collins 


256. Studies of the Mechanisms of Liver and Kidney 
Injury. ILI. Methionine Protects Against Damage Pro- 
duced in the Rat by Diets Containing Pyridine 

J. H. Baxter. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.| 91, 345-349, Dec., 
1947. 2 figs., 5 refs. 


The effects of pyridine were investigated because of 
the possibility that its methylation in the body might 
lead to a deficiency of substances containing labile 


methyl groups, with consequent tissue damage. Young 
male rats were placed for about a week on stock diet and 
then transferred to experimental diets low in protein 
which contained extra pyridine, casein, or d/-methionine. 
The animals were allowed to take food for 30 minutes 
three times a day, and all uneaten food was removed from 
the cages after each feeding. Growth curves and food 
consumption records were traced over the next 14 days. 
The addition of 0-1 and 0-2% pyridine to the basal diet 
caused the animals to stop growing immediately and 
most of them died within 2 weeks. Extensive hepatic 
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and renal injury was noted. When sufficient casein 
(10%) was added to the pyridine-containing diet to double 
the casein level, the length and rate of survival of the 
animals were not markedly increased. The addition of 
small amounts of methionine (0-15 to 0:5%) enabled 
many of the animals to survive throughout the experi- 
mental period. In another test 1% methionine protected 
adult male rats against poisoning by the diet containing 
1% pyridine citrate and extra casein. Curiously enough, 
moderately good growth continued to the time of death 
when animals were given the extra casein or small 
quantities of methionine in addition to the pyridine. 
Larger amounts of methionine resulted in a considerable 
increase in length and rate of survival of rats fed on the 
pyridine-containing diet, and it was concluded that 
methionine exerts a specific antagonistic action on the 
pyridine effects. 

[The results of animal-feeding tests are particularly 
difficult to assess, more especially when the number of 
animals employed is so small. It appears that groups 
of 6 rats were used in this test, and they were not litter- 
mates. However, methionine afforded fairly striking 
protection under the conditions studied, presumably by 
combination with pyridine and subsequent excretion.] 

G. B. West 


257. Studies of the Mechanisms of Liver and Kidney 
Injury. IV. A Comparison of the Effects of Pyridine and 
Methyl Pyridinium Chloride in the Rat 


J. H. BAXTER and M. F. Mason. Journal of Pharmaco- 


logy and Experimental Therapeutics {J. Pharmacol. 91, 
350-356, Dec., 1947. 2 figs., 32 refs. 


It is known that when pyridine acetate is administered 
to dogs methyl pyridinium hydroxide appears in the 
urine. A similar product has been found in the urine 
of normal persons and presumably arises from coffee and 
tobacco. Young male rats were fed on basal diets 
containing either 0-19% pyridine with and without 0-5% 
di-methionine, or 0-164 and 0-328% methyl pyridinium 
chloride. The animals were observed and weighed 
daily, and the time of death of each animal was recorded. 
In the urine of rats given pyridine with and without 
methionine, crystals of methyl pyridinium chloride could 
not be isolated, whereas considerable amounts of methyl 
pyridinium hydroxide, isolated and identified as the 
double platinum salt, were obtained without difficulty 
from the urine of rats given the methylated compound. 
The authors concluded that this observation, together 
with the previously reported ineffectiveness of choline 
and effectiveness of cystine in affording protection 
against pyridine injury, gave evidence against a drainage 
of methyl groups being concerned in the liver and 
kidney damage produced by pyridine in the rats, and also 
against the suggestion that the protective effect of 
methionine is due to its content of labile methyl groups. 
This effect may be related to the potential sulphhydryl 
groupings of the amino-acids, methionine and cystine. 
Acute toxicity values of pyridine and methyl pyridinium 
chloride were found after intraperitoneal injection into 
mice. The methylated compound was about eight times 
as toxic as pyridine (LD 50 1-2 g. per kilo), despite the 


fact that the chronic toxicity of pyridine on oral ad- 
ministration to rats was much greater than that of 
methyl pyridinium chloride, which did not produce liver 
and kidney injury in corresponding doses. 

G. B. West 


258. Rate of Disappearance from Plasma of Intra- 
venously Administered Methionine in Patients with Liver 
Damage 

L. W. Kinsec_t, H. A. Harper, H. C. Barton, G. D. 
MicuHaets, and H. A. Weiss. Science [Science] 106, 
589-590, Dec. 12, 1947. 1 fig., 2 refs. 


As a predictable disappearance of d/-methionine occurs 
after injection, the authors felt that this might form the 
basis of a liver function test. In this preliminary report 
they show that in 13 patients with liver damage there was 
a delay in the amount of d/-methionine excreted. In 
14 normal controls the excretion varied from 330 to 540 
mg. anhour. The rate of disappearance per hour over a 
30 to 180 minute period has therefore been adopted as 
the index of methionine utilization. The estimation of 
plasma d/-methionine was carried out by. microbiological 
assay. E. M. Darmady 


259. Gynecomastia due to Infectious Hepatitis of the 
Homologous Serum Type ; 

G. KLATSKIN and E. M. Rappaport. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 214, 121-127, 
Aug., 1947. 31 refs. 


Homologous serum hepatitis having a protracted 
course and followed by liver function impairment was 
observed in 2 men after blood and plasma transfusions, 
and was accompanied in the later stages by bilateral 


gynaecomastia. In the first patient breast enlargement 
began 7 weeks after the onset of hepatitis and regressed 
almost completely in 8 weeks. In the second case the 
breast signs appeared 14 weeks after the onset of hepatitis, 
and again marked regression occurred in 3 to 4 months. 
Impairment of the liver function of oestrogen inactiva- 
tion is suggested as the cause of the complication on the 
basis of hormone excretion studies in infective hepatitis. 
Testicular atrophy and malnutrition may also be 
contributing factors. E. F. McCarthy 


260. Chronic Retention Jaundice in Elderly Patients 

J. H. Diste, J. MCMICHAEL, and S. SHERLOCK. Gastro- 
enterology [Gastroenterology] 9, 736-746, Dec., 1947. 
5 figs., 9 refs. 


The authors describe 5 patients, ali elderly, who 
presented the features of obstructive jaundice but in 
whom establishment of free biliary drainage by operation 
did not lead to that rapid disappearance of the icterus 
usually expected. In all 5 patients the common bile 
duct was dilated. Biopsies of the liver showed only 
the signs of obstructive jaundice. The cause of the 
syndrome is discussed, but remains obscure. 

J. W. McNee 


See also Section Pathology, Abstract 134. 
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Endocrine Disorders 


261. Action of Adrenal Cortical Steroids on the Electro- 
lyte Balance. (Die Wirkung der Nebennierenrinden- 
steroide auf den Elektrolythaushalt) 

F. HENt. Zeitschrift fiir die Gesamte Innere Medizin 
[Z. ges. inn. Med.] 2, 547-555, Sept., 1947. 45 refs. 


Whether the defects of renal function which accom- 
pany adrenal cortical deficiericy are the sole cause of the 
disturbance of electrolyte balance or are merely an 
important factor is still undecided. There is defective 
glomerular filtration, diminished reabsorption of sodium 
and chloride, and a high reabsorption of potassium. 
Cortical extracts and desoxycorticosterone acetate, 
which are capable of improving renal defects, increase 
the disturbance of electrolyte balance. Large doses of 
desoxycorticosterone lead to diminution in glomerular 
filtration and decrease in excretion of chloride and 
potassium, causing oedema, muscular weakness, and 
myocardial defects. Abnormal retention of salt and 
water is caused in healthy subjects by moderate doses of 
desoxycorticosterone, while capillary permeability and 
blood pressure increase. The cortical extracts vary in 
their effects on electrolyte balance. Next in intensity 
to desoxycorticosterone is the amorphous fraction of 
Kendall. Corticosterone has similar effects, but its 
action is much weaker. The steroids with a hydroxyl 
group attached to the 17-carbon atom, which are capable 
of restoring adrenal function, lead to negative salt balance. 
Because of the different actions of its steroids the adrenal 
functions as a regulating mechanism. D. T. Barry 


262. Use of Radioactive Iodine in the Study of Thyroid 
Function in Man 

E. B. Astwoop and M. M. STANLEY. Western Journal 
of Surgery, Obstetrics and Gynecology (West. J. Surg. 
Obstet. Gynec.] 55, 625-639, Dec., 1947. 5 figs., 10 refs. 


Investigations were undertaken to determine whether 
a practical method could be developed for the diagnosis 
of borderline cases of hyperthyroidism and hypo- 
thyroidism, for the study of simple goitre, and for the 
» study of antithyroid compounds. 

The material used was I?*! to which no carrier iodine 
had been added, in doses of 0-1 millicurie. Radio- 
activity was measured by a counting tube, the end of 
which was pressed against the front of the neck. The 
results were expressed in terms of the number of counts 
up to an arbitrary number per second. An “ accumula- 
tion gradient ’’ was worked out by plotting the number 
of counts per second against the square-root of the time 
in minutes. The gradient was a straight line for about 
8 hours, and a change in this pattern brought about by 
experimental influences could be readily observed. The 
slope of the straight line provided a numerical expres- 
sion of the rate of uptake of radioactive iodine. In 
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60 normal individuals the “‘ accumulation gradient” 
varied between 1-5 and 36-4, with a mean of 9-3. 

In order that an appreciable quantity of the radioactiye 
iodine may accumulate in the thyroid gland, the quantity 
of ordinary iodine in the body fluids must be very small, 
Previous administration of iodine, or contemporaneous 
administration in a “carrier”? dose, greatly dimin- 
ished the rate and degree of accumulation of radioactive 
iodine in the thyroid gland. 

Compounds of the thiourea type prevent the organic 
binding of iodine and markedly modify the uptake of 
radioactive iodine. With propylthiouracil, given before 
the dose of I!*1, there is at first a prompt accumulation 
of radioactive iodine in the thyroid, but, within 1 to 
24 hours, the uptake stops and the accumulation gradient 
becomes a plateau. If the effective level of propyl. 
thiouracil is allowed to fall before all the iodine is excreted, 
the uptake of iodine by the thyroid is resumed. A single 
dose of 100 mg. of propylthiouracil given 14 to 3 hours 
after the 1'*! completely stopped the accumulation of 
iodine within 30 minutes, and the effect lasted for 3 hours, 
Larger doses gave a more prolonged inhibition. Potas- 
sium thiocyanate given after the propylthiouracil plateau 
had been established caused an immediate rapid fall in 
radioactivity. These findings are interpreted as indicating 
that the iodide-concentrating mechanism of the thyroid 
is inhibited by thiocyanate, so that the ratio of iodide 
concentration within the thyroid to that in the blood and 
tissues is caused to approach unity. 

In 4 cases of hypothyroidism the rates of accumulation 
of radioactive iodine in the thyroid were very slow, with 
gradients of 0-5 to 1-9; similar low figures are obtained 
with normal subjects after the administration of large 
doses of iodine. In 7 cases of hyperthyroidism the 
gradients were all higher (17 to 43-6) than the average 
in normal subjects, but- 3 of the normal subjects had 
gradients in this range and 1 was found to have a rate of 
uptake faster than that in 6 of the 7 thyrotoxic patients. 

[It is clear that the place of radioactive iodine in the 
diagnosis of diseases of the thyroid gland is not yet 
determined, although its place in the study of the 
functions of the gland is well established.] 

J. B. Hannah 


263. Antithyroid Activity of Ergothioneine in Man 
E. B. Astwoop and M. M. Staniey. Lancet [Lancet] 
2, 905-907, Dec. 20, 1947. 2 figs., 15 refs. 


The authors have investigated the previous finding that 
ergothioneine has an antithyroid effect similar to that of 
thiouracil, and the suggestion that because this substance 
occurs naturally in the blood it might be involved in the 
regulation of thyroid function. The substance was 
administered to 5 normal persons in doses of 50, 200, 
and 400 mg. by mouth and 120 and 400 mg. intra- 
venously without significant results. Further tests in 
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rats revealed no effect on thyroid gland. A crude 
preparation of ergot extract was also administered to 
rats in order to test the possibility that some other anti- 
thyroid compound closely related to ergothioneine might 
have been present. It failed to exhibit antithyroid 
effect. 

In a comment at the end of the paper the original 
workers, Lawson and Rimington, state that in view of 
the findings of the present authors they are repeating 
their experiments to discover the cause of the differing 
results. Alan Kekwick 


264. Use of Massive Doses of Vitamin A in the Treat- 
ment of Hyperthyroidism. A Preliminary Report 

§. SiMKINS. Journal of Clinical Endocrinology {J. clin. 
Endocrinol.] 7, 574-585, Aug., 1947. 61 refs. 


Two cases are reported in detail. The first was that 
of a white woman aged 46 with*menopausal symptoms, 
thyrotoxicosis, and hypertension. The basal metabolic 
rate was +44 and the blood cholesterol 160 mg. per 
100 ml. She was treated for 14 weeks with vitamin A, 
300,000 i.u. daily. She became symptom free, her weight 
increased by 15 lb. (6-75 kg.), blood cholesterol rose to 
330 mg. per 100 ml., and basal metabolic rate became 
normal. She was later given vitamin A in doses of 
200,000 units daily for 10 weeks in an effort to reduce 
the hypertension. The blood pressure fell from an 
average of 188/119 to 148/101 mm. Hg. She was 
under observation for a further 30 months and remaitied 
well apart from a moderate degree of hypertension. 
The second case was that of a white woman aged 40 
with thyrotoxicosis. The blood cholesterol was 175 mg. 
per 100 ml. and the metabolic rate +53. She was given 
vitamin A in daily doses of 400,000 units (later 300,000 
units) for 51 weeks. She was completely cured, and 
observation for 12 months subsequently has revealed 
no recrudescence. Ten minims (0-6 ml.) of Lugol’s 
solution was also given daily for the last 5 weeks of the 
treatment period in an attempt to lower the pulse rate, 
which persisted at 86 to 96 a minute. At the end of the 
5 weeks the rate had decreased to 78 a minute. 

The literature of the experimental work in animals and 
of clinical work in human subjects is reviewed. The 
mechanism by which vitamin A is effective in the 
treatment of thyrotoxicosis is not known. 

Geoffrey McComa 


265. Effect of Thyroid Hormone in Tissue Respiration 
R. H. WiLttaMs and J. L. WHITTENBERGER. American 
Journal of the Medical Sciences [Amer. J. med. Sci.} 214, 
193-201, Aug., 1947. 1 fig., 24 refs. 


Thyroglobulin increases the amount of oxygen con- 


sumed (QO,) by many tissues. Thyroxine injected 
intravenously causes a pronounced increase in basal 
metabolic rate (B.M.R.) but rarely affects the QO, of 
tissue slices when added alone or with thyrotropin. 
The serum of patients injected intravenously with thy- 
roxine, on addition to guinea-pig liver slices, caused an 
increase in QO, the maximal effect being evident when 
the serum was obtained 6 hours after injection. Thy- 
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roxine incubated with liver slices and serum for 1 to 2 
days and then added to fresh tissue caused an increase in 
QO, in some experiments. Thyrotropin does not 
increase the QO, of slices of liver, heart, diaphragm, or 
thyroid. A higher QO, was obtained when normal 
human or horse serum was used as a substrate with liver 
slices than when Ringer’s phosphate-glucose solution 
was used. Thyrotropic and myxoedematous sera, when 
substituted for the normal sera, did not alter the QO,. 
Five enzyme inhibitors were studied, the inhibitor being 
administered to the animal and added to the substrate 
in the respirometer. Sodium cyanide, fluoride, azide, 
malonate, and iodoacetate given to rats increased the 
B.M.R. and inhibited growth. The QO, of liver slices 
was increased in most cases but decreased in a few. 
Addition of each inhibitor to slices of liver, heart, and 
diaphragm of normal or hyperthyroid animals caused 
a decrease in QO. E. F. McCarthy 


266. The Urinary Excretion of Radio-iodine in Various 
Thyroid States 

F. R. KeatinGc, M. H. Power, J. BERKSON, and S. F. 
Haines. Journal of Clinical Investigation |J. clin. Invest.] 
26, 1138-1151, Nov., 1947. 7 figs., 18 refs. 


A dose of 100 yg. of sodium iodide “ tagged” by 
radioactive iodine (I'*') was administered by mouth to 4 
normal men, 10 patients with low-grade thyroid car- 
cinoma but normal basal metabolic rate, 6 with myx- 
oedema, and 16 with exophthalmic goitre of various 
grades of severity. The present paper considers the 
urinary excretion of the “* tagged ’’ iodine. 

Practically all the iodine absorbed into the blood is 
either excreted in the urine or collected by the thyroid. 
The renal function affects the amount and rate of excre- 
tion, and hence the thryoid collection, for the more slowly 
iodine is excreted the longer it stays in the blood and is 
available to the thyroid. The authors, by statistical 
analysis of their data, were able to calculate the rate of 
iodine collection by the thyroid, as well as the renal 
excretion rate. The normal subjects and patients with 
cancer excreted about 65% of the administered iodine, 
nearly all of it in the first 24 hours. The myxoedematous 
patients also excreted about 60% in the first 24 hours, but 
the urinary excretion continued at a higher level for a 
longer period, reaching a total of about 85% of the 
administered iodine in about 3 days. The thyrotoxic 
patients excreted much less of the iodine, and in most 
cases urinary excretion almost ceased when, within 12 
hours, less than 25°% of the dose had been excreted. The 
differences between these groups were due to different 
rates of collection of iodine by the thyroid: myx- 
oedematous thyroids collected less and toxic thyroids 
collected much more iodine than the normal. Renal 
excretion rates varied between individuals, but not 
between groups. These conclusions derived from 
statistical analysis of the urinary data were confirmed by 
direct measurements on blood samples and on the 
thyroid in vivo. The period of rapid radio-iodine excre- 
tion was followed by a small constant excretion which 
was probably an indirect effect of secretion by the 
thyroid. Martin Hynes 
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267. Periodic Paralysis in a Patient with Exophthalmic 
Goiter Controlled by 6-Propylthiouracil 

L. Seep. Western Journal of Surgery, Obstetrics and 
Gynecology [West J. Surg. Obstet. Gynec. 55, 640-646, 
Dec., 1947. 23 refs. 


The majority of reported cases of periodic paralysis 
associated with thyrotoxicosis have occurred in young 
male patients, a familial history of the disorder being 
exceptional. Many of these patients had serum potas- 
sium levels within 10% of normal and were not cured by 
potassium therapy. The author’s patient was a young 
man who developed symptoms of exophthalmic goitre 
and periodic paralysis after the aircraft carrier in which 
he was serving had been sunk. His serum potassium 
level was not significantly lowered, and administration 
of 2 g. of potassium chloride four times a day had no 
effect on his condition. His symptoms were relieved by 
treatment with 6-propylthiouracil. As an experiment, 
treatment was suspended, and there was a rapid return 
of the symptoms. The patient’s condition was finally 
controlled by 50 mg. of 6-propylthiouracil three times a 
day. It is the intention of the author to reduce the dose 
by half and continue it for a long period of time in an 
attempt to obtain a permanent cure. ‘* Prostigmin’’ had 
no effect on the paralysis. J. B. Hannah 


268. Dichotomy Between Hypophyseal Content and 
Amount of Circulating Gonadotrophins During Starvation 
W. O. MAppbock and C. G. HELLER. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. Soc. 
exp. Biol., N. Y.] 66, 595-598, Dec., 1947. 1 fig., 12 refs. 


The effective amount of circulating gonadotrophin 
appears to fall considerably during starvation, as judged 
by ovarian atrophy and anoestrus vaginal smears in 
rodents and amenorrhoea in women. That target 
organ atrophy is not due to a refractory state of the 
ovaries but to absence of gonadotrophins is shown by 
the fact that the ovaries of starved rodents are capable of 
responding to gonadotrophin injections. Other workers 
have obtained divergent results when estimating the 
hypophyseal content of gonadotrophins in rats after 
prolonged starvation since they relied on the method of 
implanting pituitary glands into the recipient assay rat. 
The delivery of hormone is very variable by this method. 

In the present investigation adult spayed female rats 
_ were divided into three groups: control rats fed ad 
libitum, rats starved for 12 days, and rats starved for 
12 days and injected with rat-pituitary suspensions twice 
daily from the ninth to the eleventh day. A second series 
of rats were starved for 16 days. Pituitary gonadotrophin 
content was measured on assay rats injected under stand- 
ard conditions with fluid obtained by suspending each 
anterior pituitary gland in 6 ml. of water and repeatedly 
drawing into and expelling from a syringe. Gonado- 
trophic hormone for injection into starved rats was 
obtained from the anterior pituitary glands of rats 
castrated 10 months previously. Results showed that 
starved rats behaved as if they had been hypophysecto- 
mized, in that they underwent genital atrophy but 
responded to exogenously administered gonadotrophins, 
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showing that the circulating blood was low in gonado. 
trophin content. When potency per mg. of gland tissye 
was assessed, the pituitary glands of the starved ray 
appeared to be more potent than normal, for the weigh, 
of the gland had fallen by about 40%. It is concludeg 
that in acute starvation. there is failure of release of 
hormone from the anterior pituitary gland and also , 
decrease in the amount of gonadotrophin produced, for 
it has been shown that excess is not accumulated within 
the gland. The mechanism controlling production and 
release of the hormone during starvation has not beep 
elucidated. Doreen Daley 


269. Estrogens in Urine and Cytology of Vaginal 
Smears after the use of an Estrogenic Cream 

J. E1DELSBERG. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 214, 630-632, Dec., 1947. 6 refs. 


The fluctuations in estrogen excretion in 4 untreated 
controls and in 14 patients, before and during the use 
of an estrogen cream by facial inunction were similar in 
pattern and not significantly different in amount. Like. 
wise, their vaginal smears appeared to show no significant 
alteration in cytological cycles. Therefore, in the 
amounts and by the method applied (3,750 i.u. per week, 
or +535 i.u. daily) the estrogen cream does not appear 
to produce any systemic effect.—[Author’s summary.] 


270. Nucleolar Substance in the Anterior Lobe of the 
Human Pituitary Gland 

C. CAvALLERO. Archives of Pathology [Arch. Path.] 4, 
639-645, Dec., 1947. 1 fig., 16 refs. 


Large acidophil vesicles, possibly nucleoli, were found 
in the nuclei of chromophobe, eosinophil, and pregnancy 
cells, and in a few degranulated basophil cells of the 
anterior lobe of the pituitary body, most commonly in 
the marginal and posterior portions. The cells con- 
taining these vesicles varied in size from 10 to 35 jz, with 
irregular nuclei most commonly of 15 to 22 yw. The 
vesicles varied in size from 10 to 20 4»; when they were 
small in relation to the nuclei containing them the 
chromatin of the latter was reticular, but when they were 
large the chromatin was condensed. The vesicles were 
not stained with specific stains for mucin, iron, fat, or 
lipids. 

The vesicles were present in 34% of 404 pituitary 
glands studied, and ranged in number from 1 to 5 per 
section; occasionally 5 to 10 and rarely 50 to 120 vesicles 
were found in a section. They are absent before 
puberty and most frequent between the ages of 20 and 40 
years in both sexes. They were found in all patients 
during pregnancy and the puerperium, in female 
castrates, hypogonadic males, and in patients with 
gynaecomastia, adreno-genital syndrome, and Addison’s 
disease. They were present in variable proportions of 
patients with a variety of diseases. Among non- 
endocrine diseases, the endonuclear vesicles are com- 
monest in intracranial tumours, neoplasms, and 
leukaemia. It is suggested that the vesicles are giant 
nucleoli, concerned with a transfer of nuclear secretion 
to the cytoplasm. G. Discombe 
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271. Coal Tar in Dermatology. An Improvement in its 

Physical Properties without any Change in its Therapeutic 

F.C. Comses. Archives of Dermatology and Syphilology 

{Arch. Derm. Syph., Chicago] 56, 583-588, Nov., 1947. 

12 refs. 


A new “ low temperature retort crude coal tar ’’ is now 
available. It does not have the objectionable qualities 
of crude coal tar but retains in full its therapeutic use- 
fulness. It is miscible with water forming a colloidal 
solution, and with collodion, glycerin, oils, and fats. 
Pastes and ointments made with it are smooth and 
homogeneous and do not seem to impede exudation or 
evaporation from the skin surface; they rarely cause 
acne or pustular folliculitis. It is removed from clothing 
by washing with soap and water. Half an ounce 
(14 ml.) of this tar added to a lukewarm bath is non- 
staining and anti-pruritic. If the tar is removed 15 
minutes after application the skin remains sufficiently 
photosensitized for 72 hours for the Goeckerman treat- 
ment. It can be used on hairy parts of the skin and can 
be removed completely with water. ‘“* Spot-touching ” 
with 10% of the tar in collodion is useful in scattered 
lesions. Thirty-six patients with various dermatoses 
have been treated with satisfactory results. 

E. Lipman Cohen 


See also Section Psychiatry, Abstract 322. 


272. The Effect of Nutritional Disorders on the Skin and 
Mucous Membranes as Observed in the Civilian Intern- 
ment Camp, Singapore, during the Japanese Occupation of 
Malaya 
J. V. LANDor. British Journal of Dermatology and 
Syphilis [Brit. J. Derm. Syph.| 60, 1-9, Jan., 1948. 
1 fig., 13 refs. 


Six syndromes are described. (1) Nicotinic-acid 
deficiency. Pellagrous dermatitis occurred, especially 
in older and taller people; it was not seen in patients 
under the age of 30. The rash was bilateral and was 
found on areas exposed to the sun, especially those which 
had not been previously tanned, and on leucodermal 


areas. Deep red or purple-red areas changed to brown 
pigmented lesions with later scaling. Sometimes the 
affected area blistered. Nicotinic acid or nicotinamide, 
150 mg. daily, when available, caused the eruption to 
disappear in 2 to 3 weeks unless delayed by blistering. 
“Marmite ’’ and mildly roasted nuts from rubber trees 
were helpful. Riboflavin was useless. Some cases 
became better without treatment but were prone to 
telapse. Tendon reflexes were usually exaggerated. 
Only a few pellagrous cases had signs of deficiency of 
other portions of the vitamin-B complex. The only 
patient with mental depression was relieved rapidly by 
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marmite. Diarrhoea was uncommon. (2) Riboflavin 
deficiency. Ulcers formed inside the cheeks or on or 
under the tongue, and sometimes bled. Blistering and 
ulceration of the lips, cracks at the angles of the mouth, 
and eczema of the scrotum were also observed. About 
half the patients had pellagrous dermatitis. Nicotinic 
acid was ineffective, but riboflavin, 20 mg. daily for 
10 days, was curative. A maintenance dose of 10 mg. 
daily for some time was necessary to prevent relapse. 
(3) “* Blood-blister disease’’. The only lesions were 
blood blisters, usually about 4 in. (0-8 cm.) in diameter 
but sometimes much larger, found in the skin and 
especially in the buccal mucosa. They burst and dried 
up and seldom left ulcers. The condition resembled the 
African “* onyalai’’ without the accompanying systemic 
disturbance. Thrombocytopenia was not obvious. There 
was no marked association with other nutritional dis- 
orders except subcuticular haemorrhages, but mal- 
nutrition is suggested as the cause. Treatment with 
vitamins A, B complex, C, and D, and with iron, copper, 
manganese, iodine, calcium, and potassium was 
ineffective. Fresh limes sometimes seemed to help. 
(4) Cases of subcuticular haemorrhagic spots and streaks 
seemed to be nutritional in origin. The capillary 
fragility test was only rarely positive but gentle stroking 
of the skin produced lesions; this may have been due to 
the feeble tissue support of the capillaries. Blood cells 
and platelets were approximately normal in number. 
The arms, backs of hands, legs, and thighs were most 
commonly affected. The prognosis and treatment were 
as found in blood-blister disease. (5) Cases were found 
resembling erythema nodosum with mild pyrexia. The 
lesions often pitted on pressure. No vitamin or drug 
was helpful, and association with other nutritional 
disorders was slight, but malnutrition was regarded as 
part of the cause. Streptococcal infections, rheumatism, 
and tuberculosis were not associated, but several patients 
had recently had malaria or dysentery. (6) A very few 
of the people who ate sword beans developed pruritus, 
eczematous dermatitis, or stomatitis. The lesions cleared 
when the beans were no longer eaten. 
E. Lipman Cohen 


273. Dermatoses and Porphyria. (Dermatosen und 
Porphyrie) 

J. GOMEZ ORBANEJA and H. Castro MENDOZA. Derma- 
tologica [Dermatologica, Basel] 94, 327-334, 1947. 


The porphyrin excretion in urine and faeces was 
estimated in a number of skin diseases in which light 
sensitization is important. A control group of 17 
healthy persons excreted on an average 41-8 yg. of por- 
phyrin in 24 hours. Of 4 patients with hydroa vaccini- 
forme porphyrin excretion was normal in 1 and high in 
3, one of the latter excreted 6,225 wg. in 24 hours. 
Excretion of porphyrin was increased in 5 out of 9 
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patients with epidermolysis bullosa. Of 5 patients with 
xeroderma pigmentosum, 3 had raised values and 2 were 
normal. Of 10 patients with lupus erythematosus, 
excretion was high in 6 and normal in 3. Erythema 
multiforme exudativum and erythema solare were as- 
sociated with high excretion. Of 3 patients with eczema 
solare porphyrin excretion was high in 2 and normal in 1. 
Porphyrin excretion was raised in only | patient with drug 
dermatitis due to barbiturates and neoarsphenamine. 
Owing to the inconsistencies found the authors believe 
that there is no simple connexion between the amount of 
porphyrin excreted and the light sensitivity observed. 
They found some patients with strong light sensitivity 
and low porphyrin excretion and others with little light 
sensitivity and high porphyrin values. Nicotinamide 
appeared of clinical value in several cases and was 
followed by an increase in the porphyrin excretion. It 
was also noticed that after intensive sunbathing, healthy 
persons had increased porphyrin in the urine. 
G. W. Csonka 


274. The Sunburn-Protecting Effect of para-Amino- 
benzoic Acid 

S. ROTHMAN and A. B. HENNINGSEN. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 9, 307-313, Dec., 
1947. 1 fig., 7 refs. 


The sunburn-protecting effect of para-aminobenzoic 
acid is reported. The method of application, the choice 
of light source, the choice of a base, and the measure of 
effectiveness are described. The results obtained in 
experiments with mercury lamps and with sunshine 
prove this substance to be a highly effective protective. 
The results of tests on 2 patients, 1 with solar herpes and 
another with chronic discoid lupus erythematosus, were 
excellent. G. B. Mitchell-Heggs 


275. Calciferol in the Treatment of Chilblains 
S. T. ANNING. Lancet [Lancet] 2, 794, Nov. 29, 1947. 


The incidence of chilblains from September, 1946, to 
March, 1947, in 103 patients receiving large doses of 
calciferol for lupus vulgaris and allied skin affections was 
28-1%. Ina group of 49 patients suffering from similar 
skin affections but not receiving calciferol the incidence 
was 24°5%. Ina group of 110 patients with skin disease 
other than chilblains or tuberculous disease and not 
receiving calciferol the incidence of chilblains was 28-1°%. 
This suggests that calciferol in large doses, which is not 
without danger to the patient, does not prevent chilblains. 

John T. Ingram 


276. A Newer Treatment for Scabies. (Supplementary 
Report) 
H. M. Rosinson, Jr., and H. M. Rosinson. Southern 
Medical Journal [Sth. med. J.| 40, 1010-1013, Dec., 1947. 
23 refs. 


The authors review briefly the history of scabies and 
mention various methods of treatment used. Benzyl- 
benzoate emulsion is the method of choice for uncom- 
plicated scabies but, to overcome the disadvantage of 


having later to use different applications in cases cop, 
plicated by secondary infection the authors hay 
embodied tyrothricin in the benzyl-benzoate preparation, 
Tyrothricin, obtained from Bacillus brevis, has been showy 
to be effective in treating pyogenic dermatoses, any 
although in the authors’ series 2 patients develope 
dermatitis after using tyrothricin ointment such complica, 
tions are rare. 

The formula of the preparation is: tyrothricin 0-05%,. 
benzyl benzoate 30%; benzocaine 3%; ‘* 23 H” alcohol 
(ethyl) 65%; and distilled water and flavouring agen 
as needed. The mixture was used daily until the patien 
was cured. Of 71 cases treated, 65 being secondarily 
infected, all except 2 were completely cured withip 
14 days, the most rapid cure being obtained in 5 days 
Apart from a mild “ burning ”’ sensation in 8, there wer 
no undue complications. H. R. Vickers 


[For the authors’ first report on this treatment se 
Abstracts of World Medicine, 1948, 3, 638.—Epiror.] 


277. Vitamin A and Pityriasis Rubra Pilaris 

Z. A. Leitner. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.| 59, 407-427, Dec., 1947, 
16 figs., bibliography. 


The relation of vitamin-A deficiency to skin diseases is 
reviewed and methods of assessing vitamin-A deficiency 
are briefly discussed. Case histories are recorded of a 
family in which 9 members were traced through thre 
generations, 6 suffering from pityriasis rubra _pilaris, 
Two of the latter group were observed over 40 months, 
When massive doses of vitamin A were given (150,000 to 
200,000 i.u. daily) the lesions improved considerably, 
Genealogical investigation by Ford showed that the 
disease is probably always inherited as a simple auto- 
somal, heterozygous condition without being even 
partially sex-controlled, and that there is no tendency 
for linkage with the blood groups. 

[This paper is worth reading in full by those interested. 
There is a comprehensive bibliography. ] 

James Marshall 


278. Propionate-caprylate Mixtures in the Treatment 
of Dermatomycoses. With a Review of Fatty Acid 
Therapy in General - 

S. M. Peck and W. R. Russ. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 56, 601- 
613, Nov., 1947. 2 figs., 32 refs. 


The fungistatic activity of propionate-caprylate 
mixtures was studied in vitro and in vivo. Both acids are 
found in human sweat. The agar-cup method was used 
to investigate activity against Trichophyton mentagro- 
phytes. With an ointment containing 12-3% sodium 
propionate, 2-7% propionic acid, and 10% sodium capry- 
late the zone of inhibition around the agar cup was much 
wider than with ointments containing: (1) 10% sodium 
caprylate, or (2) 16-4% sodium propionate and 3-6% 
propionic acid. Similarly, a much wider zone was found 
with an aqueous solution containing 10% propionic acid 
and 2-65% caprylic acid than with solutions of 20% 
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propionic acid and 5-3% caprylic acid separately. 
Patients were treated with 12-3% sodium propionate, 
2:7% propionic acid, and 10% sodium caprylate “in an 
ointment base’. In most, but not all, there was 
microscopical or cultural evidence of fungus infection. 
In the 19 patients with tinea cruris clinical improvement 
was rapid except where there was involvement around 
the rectum [anus]. Of the 12 patients with tinea glabrosa 
10 were cured in 2 weeks and 2 in a longer time. In 5 
with “ tinea of the rectum ”’ [from the context it appears 
that the author means tinea around the anus] itching 
soon ceased and 3 were free of all symptoms in 6 weeks; 
2 had clinical signs of activity after 2 months but the 
itching was controlled. In 10 patients with onychomy- 
cosis the nails were burred with an electric drill weekly 
and emery-paper was used twice daily before application 
of the ointment—2 appeared to be cured in 2 months, 
3 in 3 months, and 1 in 5 months. The four in whom 
treatment failed, and some of the others, were infected 
with Trichophyton purpureum. Seventy-three patients 
had tinea pedis and 13 had ringworm of the hands. 
The criterion of cure was complete disappearance of 
itching, scales, and vesicles. In 25% of cases itching 
ceased during the first week and in 50% by the end of 
the second week. At the end of 4 to 5 weeks 75% were 
“clinically cured’’; in half the remainder there was 
decided improvement in that time. Treatment was 
continued once or twice a week and prevented recurrence. 
T. purpureum infection (except of the nails) was over- 
come in 2 to 3 months, even when propionate-propionic 
acid and caprylate preparations used separately had 
previously been ineffectual. In 2 patients, both with a 
positive trichophytin test, the ointment caused increased 
pruritus and an exacerbation of the lesions early in treat- 
ment. The strength of the ointment was decreased to 
one-third and was then gradually increased to full 
strength. The irritation occurred only with eczematized 
trichophytids of the hands. E. Lipman Cohen 


279. Fungistatic Properties of Salicil and Related 
Compounds 

B. HIENEMANN. Journal of Investigative Dermatology 
[J. invest. Derm.] 9, 277-279, Dec., 1947. 10 refs. 


The fungistatic properties of salicil and the related 
compounds, benzoestrol, diethylstilboestrol, and dibro- 
mosalicil, are reported. The method employed and the 
results obtained against 12 species of fungi are described. 

G. B. Mitchell-Heggs 


280. A Comparison of Mortality due to Pulmonary 
Tuberculosis in Lupus Patients and those with Healthy 
Skins. (Die Lungentuberkulosesterblichkeit bei Lupus- 
kranken im Vergleich zu Hautgesunden) 

K. W. Kackxorr. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 186, 144-155, 1947. 3 figs., 
29 refs. 


Some 1,322 male and 2,192 female patients suffering 
from lupus have been under observation for an average of 
8-89 years. The following facts emerge from a study of 
the ratio of deaths from pulmonary tuberculosis in lupus 


patients to such deaths in the rest of the population of 
Westphalia. (1) The mortality from pulmonary tuber- 
culosis is 54 to 10 times higher in lupus patients than it 
is in the normal population. (2) The death rate among 
men with lupus (9-8) is higher than it is among the women 
(6-36); this conforms with the higher death rate from 
pulmonary tuberculosis in general among the male 
population. (3) The peak of the mortality in men with 
lupus is found in the age groups 30 to 35 years. This 
fact and other deductions from vital statistics in relation 
to these patients prove that their expectation of life is 
considerably lowered by the concurrence of cutaneous 
and pulmonary tuberculosis. 

There is a conspicuous decrease in the incidence of 
lupus in men over 40 and a marked increase in incidence 
in women of this age (menopause). 

F. W. Jacobson 


281. A Contribution to the Etiology, Diagnosis and 
Therapy of Pemphigus 


D. I. Macut and M. Ostro. Urologic and Cutaneous 
Review [Urol. cutan. Rey.] 51, 651-658, Nov., 1947. 
28 refs. 


The senior author has studied the effects of drugs and 
poisons on plant tissues by measuring the root growth 
of Lupinus albus reared under standard conditions. 
When blood serum was added to the standard plant 
solution it was observed that the sera from patients with 
pernicious anaemia, leprosy, trachoma, or pemphigus 
always inhibited root growth. The blood of menstruating 
women also contained an inhibiting factor. Both penicil- 
lin and streptomycin when present in concentrations 
equal to therapeutic blood levels also retard the growth 
of Lupinus albus. The blood sera in a variety of other 
conditions and in healthy individuals inhibit growth to a 
lesser degree. This test, called the Pels-Macht reaction, 
has been used to aid the diagnosis of pemphigus. 
Whereas no reaction was found in a variety of derma- 
toses (except those mentioned), it was present in over 
90% of pemphigus cases. Advantages claimed for this 
method are the ease of standardization of conditions and 
of arranging adequate controls, and comparative 
specificity. It is stressed, however, that for a reliable 
performance of the test the investigator must be 
conversant with plant physiology. 

A modification of this test for pemphigus was recently 
introduced by the present authors. When sera were 
exposed to filtered x-rays, only those from patients with 
pemphigus lost their phytotoxicity in the Pels-Macht 
reaction. This interesting observation was found to be 
specific for pemphigus, and the new diagnostic procedure 
is called the Macht-Ostro test. A trial of deep x-ray 
therapy in pemphigus patients was deemed worth while. 
Brief irradiation over the hepatic and splenic areas 
reduced the toxicity of the blood for Lupinus albus within 
48 hours. Details of the radiotherapy employed are 
given. Of the 10 patients so treated 7 improved con- 
siderably, 2 died, and 1 showed no clinical improvement. 
In view of these findings it seems desirable to investigate 
further the therapeutic possibilities of radiotherapy in 
this grave disease. G. W. Csonka 
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282. Attempted Immunization of Rabbits Against 
Syphilis with Killed Treponema pallidum and Adjuvants 
H. J. MAGNusON, S. P. HALBERT, and B. J. ROSENAU. 
Journal of Venereal Disease Information [J. vener. Dis. 
Inform.] 28, 267-271, Dec., 1947. 12 refs. 


Acute syphilomata of rabbit testes were removed 
14 to 17 days after inoculation of 10,000,000 organisms 
into each testis. After the material had been minced, 
mixed with normal rabbit serum, and centrifuged, the 
supernatant fluid, after counting the spirochaetes, was 
frozen at —80°C. and lyophilized before use. The 
adjuvants employed were Mycobacterium phlei with the 
mineral oil and lanolin derivative “ falba ’’, forming an 
emulsion containing 80,000,000 Treponema pallidum and 
2 mg. of dried Myco. phlei per ml. One group of 
animals received 600 to 800 lyophilized spirochaetes 
without adjuvants in 6 to 8 weekly subcutaneous injec- 
tions. In the group with adjuvants immunization 
commenced with similar schedules but local ulceration 
with loss of antigen compelled completion of the injec- 
tions by the intramuscular route, and some 280,000,000 
organisms were given to each animal. Cardiolipin 
flocculation tests were performed weekly on blood taken 
from the ear, and node transfers made from a few of the 
inoculated animals indicated that the antigen was not 
infective. Challenge injections of T. pallidum were made 
11 to 16 weeks after the first inoculation of the antigen. 
In both groups syphilis developed in proportion to the 
size of the inoculum in a ratio similar to that in untreated 

rabbits. A number of animals in both groups, however, 
did develop a positive serological test. 
R. R. Willcox 


283. Verification Antigen for the Identification of 
Pseudosyphilitic Reactions of Serum 

H.- Hecut. American Journal of Clinical Pathology 
[Amer. J. clin. Path.| 17, 949-954, Dec., 1947. 23 refs. 


The various verification tests so far evolved have 
. proved unsatisfactory; a good verification antigen should 
give negative results with syphilitic sera and positive 
results with certain non-syphilitic sera. The author 
prefers the word “* pseudosyphilitic *’ to “* false positive °’, 
since it signifies that the test imitates a positive test for 
syphilis but is not caused by syphilis. 

A selected group of 200 sera, from a total of 20,000 
tested routinely, were studied. All the 200 gave positive 
reactions with Kline antigen and negative with Pang- 
born [cardiolipin] antigen. The verification antigens 
were prepared as follows: (1) Dried powdered pregnant 
uterus, foetus, decidua, cord, or placenta is first extracted 
with alcohol, then with petrol ether, and finally with 
acetone; the remaining tissue is dried and extracted with 
80 
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distilled water and 0-3% phenol, in the proportion of 
10 g. of tissue to 200 ml. of phenol solution, in the 
incubator at 37° C. for 24 hours; it is then filtered ang 
kept for 14 days in the refrigerator. (2) Dried powdered 
tissue is first extracted with petrol ether, next with acetone, 
and then with alcohol; further steps are as in method ], 
The results of slide tests with Kline and Pangborn anti. 
gens and antigens prepared from cancerous tissues, 
human or ox bile, ox heart, and pig bile are set out ip 
four tables. Those sera which reacted positively with 
the first two were negative with the verification antigens; 
in those cases in which the Kline and Pangborn tests 
gave different results, the verification antigen tests gave 
the same result as the Kline; such sera usually came from 
pregnant women or patients with neoplasms or acute 
febrile conditions. Where syphilis coexisted with 
diseases such as cancer or tuberculosis or with preg. 
nancy, positive results were obtained with all three 
types of antigen. It is concluded that these verification 
antigens should be useful in detecting pseudosyphilitic 
reactions. 

[Apparently no tests were carried out on sera from 
patients with those diseases and conditions which 
commonly give false positive reactions, such as leprosy, 
malaria, infectious mononucleosis, and recent vaccin- 
ation.] T. E. Osmond 


284. Cerebral Accidents during Penicillin Treatment of 
a Case of General Paresis. (Accidents encéphaliques 
graves au cours du traitement par la pénicilline d°un cas 
de paralysie générale) 

J. LEREBOULLET and H. SAPIN-JALLOUSTRE. Bulletins 
et Mémoires de la Société Médicale des Hépitaux de Paris 
[Bull. Soc. méd. Hép. Paris] 4, 775-776, 1947. 1 ref. 


A man, aged 40, with a history of syphilis contracted 
8 years earlier and of treatment with mercury, bismuth, 
and acetarsol, developed general paralysis. After 
a course of malaria therapy he improved sufficiently to 
go back to work. Three years later his mental con- 
dition again began to fail and he had difficulty in walking. 
He was admitted to hospital and was found fo suffer 
from speech defects and pronounced disorientation. 
His gait was staggering with increased tendon reflexes. 
His pupils were unequal and did not react to light but 
otherwise there were no physical signs. He was given 
penicillin, 300,000 units a day, and had two violent 
convulsive attacks on the first and fourth days of treat- 
ment. The penicillin was stopped on the fifth day and 
on the sixth day he had a violent Jacksonian epileptic 
fit, starting in the left arm and the left side of the face. 
He had a left hemiplegia after the first attack which 
persisted for some time. This became less during a 
course of 28 injections of mercuric oxycyanide, but his 
psychical condition deteriorated. His general state 
became worse with a rising temperature and a hypo- 
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static pneumonia. He left the hospital and died a few 
days later. 

The authors regard this as a form of Herxheimer 
reaction brought on by penicillin and causing a patch of 
softening in the brain. They think it better to combine 
penicillin with malaria therapy, and if the latter is 
contraindicated to start mercurial treatment before 
penicillin. Reginald St. A. Heathcote 


285. The Chronic Paretic 
B. H. KirnMAN. Lancet [Lancet] 2, 755-757, Nov. 22, 
1947. 11 refs. 


This is a commentary, based on a report of 42 cases, 
on the statement, often made, that fever therapy has 
tended to fill the-mental hospitals with chronic paretics. 
The author’s patients had been in hospital for 6 to 18 

The average period of treatment was 114 years. 
In all but 7 the cerebrospinal fluid was normal; in 25 
cases the blood Wassermann reaction was positive. Of 
the 42 patients 17 were good workers, 9 were fair workers, 
15 did no work, and one was destructive. A euphoric 
mood was common. The author concludes that chronic 
paretics do not form a heavy burden on the community 
and should become fewer after the routine use of lumbar 
puncture, followed, where necessary, by suitable pro- 
phylactic treatment. A table shows the treatment given 
and the serological findings before and after treatment, 
together with the present mental state and working 
capacity. E. W. Anderson 


286. The Masking or Delay in the Development of 


Syphilis after Penicillin Therapy for Gonorrhoea 
J. A. L. LeeminGc. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 23, 155-170, Dec., 1947. 44 refs. 


From a survey of the relevant literature, an attempt is 
made to decide whether the treatment of gonorrhoea with 
penicillin is likely to mask, modify, or delay signs of a 
concurrént syphilitic infection, to consider the theoretical 
possibilities of this happening, and to endeavour to 
correlate them with the clinical histories of 10 of the 
author’s own cases and with those described elsewhere. 
Many workers have formed the impression that dual 
infections are less common than they used to be, in spite 
of the fact that early syphilis is now much commoner 
than it was in the years immediately before the war, 
although few reliable statistics of the numbers of double 
infections are available for comparison. 

In the 10 cases analysed, the gonococcal infection was 
treated with total dosages of penicillin ranging from 
125,000 to 250,000 units, while the time taken for signs 
of syphilis to appear varied from 32 to 390 days; it is 
interesting to note that the total dosage seems to bear 
little if any relation to this time. Thus while 1 patient 
showed signs of early secondary infection, with suppres- 
sion of the primary lesion, 390 days after infection 
and only received 130,000 units of penicillin for his 
gonorrhoea, another developed a chancre 66 days after 
receiving 200,000 units. In 4 cases out of 10 there was 
apparent suppression of the primary lesion, but serum 
tests at the third and sixth month after treatment of the 
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gonorrhoea were not always possible. The author 
concludes from his own and other published figures that 
a dose of 200,000 units or more is particularly liable to’ 
mask incubating syphilis, and treats his cases of gonor- 
rhoea with 125,000 units combined with a course of 
sulphathiazole. He also advises that gonorrhoea in 
pregnant women should not be treated with penicillin 
until two courses of sulphonamides have been un- 
successful, by which time signs of early syphilis should 
normally have appeared and he considers that serum 
tests for syphilis should be repeated for at least 1 year 
after the treatment of gonorrhoea with penicillin. 

[In the United States it is customary to treat gonorrhoea 
with a minimal dose of 300,000 units of penicillin, and it 
is the considered opinion of most of the leading syphilo- 
logists there that, provided serum tests are made at the 
third and sixth months after treatment, the danger that 
syphilis is being masked is minimal. It would seem not 
unlikely that a considerable proportion of concurrent 
syphilitic infections are in fact aborted by quite small 
doses of penicillin, though much experimental work 
needs still to be done before this can be established with 
any degree of certainty.] G. L. M. McElligott 


287. The Action of Small Doses of Penicillin in the 
Various Stages of Human Syphilis. (L’azione di piccole 
dosi di penicillina nei vari stadi della sifilide umana) 

A. G. BeLLone. Giornale Italiano di Dermatologia e 
Sifilologia [G. ital. Derm. Sif.| 88, 552-572, Nov.—Dec., 
1947. 5 figs., 18 refs. j 


The author treated patients who had had no previous 
treatment and had clear manifestations of the various 
stages of syphilis with small doses of penicillin by 
intradermal or intramuscular injections. The penicillin 
was given either in divided doses (800 to 1,000 Oxford 
units every 2 hours up to 5,600 to 8,000 units) or by a 
single intramuscular injection of 5,000 to 8,000 Oxford 
units. General and local reactions of the Herxheimer 
type developed in patients with recent cutaneous primary 
and secondary lesions, but not in those whose syphilo- 
mata were not more than 2 weeks old or who had 
hypertrophic papules limited to the mucous membrane. 
There was diminution in the movement and number of 
spirochaetes; they disappeared from the surface of the . 
lesions in those patients who developed an intense 
Herxheimer reaction. The lesions improved rapidly. 
The improvement was less marked in the primary sore, 
but was pronounced in the recent and late secondary 
cutaneous lesions and in the tertiary lesions. With very 
few exceptions the serological reactions were unaffected. 
The method of administration did not influence sub- 
stantially the clinical results; however, the most intense 
reactions did tend to occur with divided doses. 

In a case of secondary-tertiary dermal syphilis, after 
injecting 1,000 Oxford units of penicillin every 3 hours 
for a month (a total of 250,000 Oxford units), the author 
observed, 2 months after the completion of treatment and 
in the absence of any other specific treatment, not only 
the disappearance of the objective cutaneous signs but 
also the return to negative of the serological reactions. 

The author concludes that the Treponema pallidum in 
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the human organism is one of the most penicillin- 
sensitive pathogenic agents and that small doses suffice 
to arrest its development and kill it. The mechanism of 
action of these small doses may perhaps be to stimulate 
the specific defences of the organism by the vaccinating 
action of the spirochaetes which are killed. 

G. Lorriman 


288. Penicillin Treatment of a Case of Amaurotic Tabes 
with Improvement. (Traitement par la pénicilline d’un 
cas de tabes amaurotique. Amélioration) 

G. GUILLAIN, J. LEREBOULLET, E. SEVILEANO, and P. 
Strauss. Bulletins et Mémoires de la Société Médicale 
des Hépitaux de Paris [Bull. Soc. méd. Hép. Paris] 4, 
773-775, 1947. 2 refs. 


This is a report of the treatment with penicillin of 
a case of amaurotic tabes with considerable improvement. 
The patient gave a history of a sudden diminution of 
visual acuity about 8 months before he was admitted 
to hospital. He had a strongly positive Wassermann 
reaction and was treated with neoarsphenamine, and 
later with mercury and penicillin. In spite of this, his 
sight continued to deteriorate and he was admitted to 
hospital practically blind. On examination he was 
found to be a typical tabetic with pin-point irregular 
pupils; his vision was limited to counting fingers at 
30 in. (75 cm.) and optic atrophy was present. He was 
given 400,000 units of penicillin a day and there was an 
almost immediate improvement in vision. On the tenth 
day his visual acuity had improved to 3/60 and 6/60, but 
there was no change in the ophthalmoscopic appearances. 
A total of 10,000,000 units was given, and a week after 
cessation of treatment the acuity had reached 6/30 in 
each eye. No further improvement with malaria therapy 
could be obtained. The authors do not claim that the 
improvement will necessarily be permanent.. 

Reginald St. A. Heathcote 


289. The Effect of Antisyphilitic Treatment on the 
Microscopic Appearance of Syphilitic Aortitis 
B. Wepster and G. G. READER. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.] 32, 19-27, Jan., 1948. 2 figs., 4 refs. 


The microscopical appearances of syphilitic aortitis 
at necropsy on 45 subjects were compared with the 
clinical records of the patients’ treatment in the New 
York Hospital. The degree of inflammation was 
recorded on a rating scale according to the amount of 
lymphocytic infiltration, the presence of plasma cells, 
and the amount of perivascular infiltration and end- 
arteritis. The patients were divided into three groups 
according to whether they had received “ adequate ”’, 
“inadequate”, or no treatment. The minimum 
“adequate” treatment was considered to be approxi- 
mately 20 arsenical and 20 bismuth injections, an amount 
which might be considered sufficient for other forms of 
visceral syphilis. All the 19 untreated cases had an 
active syphilitic process, as shown by an active cellular 
infiltration of the aorta, while only 3 of 19 adequately 
treated cases revealed an active type of syphilitic aortitis. 


No correlation was demonstrable between the duration 
of the infection and activity in the aorta. Heng 
adequate specific therapy does profoundly modify the 
inflammatory process of syphilitic aortitis. 


T. Anwyl- Davies 


290. Relation Between Thiamine and Arsenical Toxicity, 
Preliminary Report 

G. B. SExTON and md C. W. Gowpey. Archives of Dermato. 
logy and Syphilology (Arch. Derm. Syph., Chicago) 
634-647, Nov., 1947. 4 figs., 16 refs. 


Arsenical encephalopathy has a high mortality rate. 
None of the theories advanced to explain this cerebral 
syndrome is completely satisfactory. The present 
authors favour the view that it results from interferenge 
with cellular function by the combination of arsenic with 
the cellular sulphhydryl (SH) groups associated with 
enzyme proteins. They draw attention to the similarity 
between the clinical and pathological findings in arsep- 
ical encephalopathy and acute vitamin-B, deficiency 
(Wernicke’s syndrome); their table lists 17 points of 
correspondence. Aneurin influences carbohydrate meta- 
bolism. It is needed, in the form of diphosphate ester, 
for the oxidative removal of pyruvic acid and, indirectly, 
of lactic acid. During aneurin deficiency lactic and 
pyruvic acids accumulate in the blood and tissues, and 
there is increased urinary excretion of pyruvic acid ‘and 
other alpha-keto-acids. 

The authors have carried out biochemical studies in 
dogs and in 13 syphilitic patients receiving intensive 
5-day therapy with mapharside by intravenous drip. A 
significant upset in carbohydrate metabolism was found 
with increased pyruvic acid and sugar in the blood. This 
upset in carbohydrate metabolism was greatest where 
there were clinical signs of toxicity, and the sudden rise 
in the level of pyruvic acid, associated with increased 
muscular sensitivity and rising temperature, is evidence 
of severe toxicity (the methods of biochemical investi- 


gation used and a quantitative method for estimating 


muscular sensitivity are given). Intravenous administra- 
tion of aneurin produced clinical improvement in 2 cases 
of arsenical encephalopathy, but in one the improvement 
was only temporary. Another patient, who was found 
to have a subacute aneurin deficiency, was given aneurin 
intravenously and subsequently received the 5-day-drip 
treatment without ill effect. Aneurin may thus have a 
prophylactic value as well as being indicated, in associa- 
tion with BAL, in the early treatment of arsenical 
encephalopathy. 

[This interesting paper, which should be read in the 
original, may be an important contribution if the findings 
reported are confirmed by further studies.] 

S. M. Laird 


See also Section Neurology, Abstract 310. 


291. Syphilitic Primary Optic Atrophy. A Review of 54 


S. Levin, L. D. Trevetr, and M. GrReensLatr. New 
England Journal of Medicine [New Engl. J. Med.} 231, 


769-772, Nov. 20, 1947. 1 fig., 12 refs. 
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992. ‘*Fever of Unknown Origin’ due to Lympho- 
granuloma Venereum. Report of a Case with Diagnosis 
by the Use of Quantitative Complement-Fixation Tests 

N. M. Lucer. New England Journal of Medicine [New 
Engl. J. Med.} 238, 44-47, Jan. 8, 1948. 1 fig., 15 refs. 


A case is described of a 33-year-old negro, adequately 
treated the year before for latent syphilis, who developed 
an intermittent fever of unknown origin. He had had 
short bouts of rigors and fever during the previous 
9 months, during one of which he had been admitted to 
hospital without a diagnosis being made. At the time 
of the second admission chest radiographs, blood cultures, 
examinations for malarial parasites, and the usual 
agglutination tests proved negative though the Wasser- 
mann and Kahn reactions were still positive. The Frei 
test, however, gave a positive result and the complement- 
fixation test, with lygranum “* CF ”’ antigen, was positive 
in a dilution of 1 in 640. Sulphadiazine was ad- 
ministered, 1 g. 4-hourly for 2 weeks, the temperature 
returned to normal, and 4 months later the complement- 
fixation titre had fallen to 1 in 40. 

R. R. Willcox 


293. Action of Disinfectant, Chemotherapeutic, and 
Antibiotic Agents on the Organism of Granuloma Inguin- 
ale 

G. Rake and W. DuNHAM. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. Syph.] 
31, 610-613, Nov., 1947. 8 refs. 


A number of disinfectants and chemotherapeutic and 
antibiotic agents were mixed with serial dilutions of beef— 
heart infusion and yolk from 5 to 6-day embryonated 
chicks previously infected with Donovania granulomatis. 
The mixtures were injected into other eggs which, after 
incubation for 5 days, were then examined; the strengths. 
of the different solutions that would prevent infection of 
50% of the eggs were calculated. 

Of the disinfectants tried mercurous chloride, ethyl 
alcohol, and a mixture of copper sulphate and alkyl 
dimethyl benzylammonium chloride (“* zephiran were 
the most effective and phenol and formaldehyde the least. 
‘Tartar emetic in a concentration of 0-014 mg. per ml. 
gave the same results as concentrations of 0-091 mg. per 
ml. of stibophen, 0-033 mg. per ml. of bismuth and 
potassium tartrate, and 0-68 mg. per ml. of dichloro- 
pPhenarsine hydrochloride. Sulphadiazine, sulphapyri- 
dine, and sulphamerazine all protected half of the eggs 
at a concentration of 5-2 mg. per ml. Of the antibiotics, 
penicillin was the least successful, a concentration of 
004 mg. per ml. being required but streptomycin and 
streptothricin gave values of 0-0062 and 0-0086 mg. per 
ml. respectively. 

In a comparison of crystalline penicillin G, commercial 
penicillin, and an alumina adsorbate, significantly better 
Tesults were obtained with penicillin G. Further tests 
with tartar emetic and sulphathiazole showed that the 
same amounts were necessary for 50% protection of the 
eggs if the injections were delayed for 2 hours after 


- syphilis was also present. 


mixing with the infected yolk, but with streptomycin 
there was a very marked reduction in the dose required. 
It is suggested that this antibiotic should be given clinical 
trial. [This article was received for publication on 
May 3, 1947. Greenblatt and Dienst (J. vener. Dis. 
Inform., 1947, 28, 183) have published the very successful 
results in 59 patients so treated and studied for periods 
up to 8 months.] R. R. Willcox 


294. Liver Damage due to Gonorrhoea. (Beschadiging 
van de lever door gonorrhoe) 

A. J. H. vAN Spanse. Nederlandsch Tijdschrift voor 
Geneeskunde [Ned. Tijdschr. Geneesk,] 91, 2899-2904, 
Oct. 11, 1947. 15 refs. 


A fatal case of acute yellow atrophy of the liver, pre- 
ceded by persistent gonorrhoea, was observed in 1941 in — 
a Rotterdam hospital. This prompted the author to 
investigate the liver function in uncomplicated gonor- 
rhoea. Popper and Wiedemann (Z. klin. Med., 1937, 
131, 258) had examined the records of over 2,000 dermato- 
logical patients and found that the incidence of icterus 
was 3-5% among 1,000 patients with gonorrhoea and 
only 0:3% among the others. The present paper gives 
the results of the investigation of 104 patients—77 
females and 27 males—with uncomplicated gonorrhoea. 
In 65 cases (group A) there was a first attack of gonor- 
rhoea, in 28 (group B) a second attack, and in 11 (group C) 
The following liver-function 
tests were performed before and after treatment: Quick’s 
hippuric acid test, the bromsulphalein test, determina- 
tion of bilirubin in the serum, titration of the serum with 
sublimate, determination of urobilinogen in urine, and 
the urobilin reaction in urine. All these tests were 
previously studied in healthy individuals in order to 
ascertain the correctness of standard values given by 
other authors. A synopsis of the results is shown in. 
the following table. . 


Group A|Group Group C 


A 


No. of patients 
Liver function undisturbed | 23 


slightly _dis- 
turbed .. | 25 
seriously dis- 
turbed .. | 17 


” 


A=before treatment with sulphonamides. 
B=after treatment with sulphonamides. . 


It therefore seems that gonorrhoea affects the liver 
function in a considerable number of cases. It will be 
seen that in most instances function becomes normal 
again after treatment; nevertheless, in a certain number 
of cases serious disturbances persist and may lead to 
clinically apparent hepatic complications. Attention is 
drawn to group C, composed of patients in whom 
syphilis had been diagnosed but was untreated at the 
time of investigation; the majority of these had 
disturbances of liver function. A. Lilker 
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295. Study of Bacillary Infections of the Urinary Tract 

G. CARROLL, H. N. ALLEN, and E. K. DousLy. Journal 
of the American Medical Association [|J. Amer. med. Ass.] 
135, 683-686, Nov. 15, 1947. 3 figs., 5 refs. 


Urinary infections due to Pseudomonas aeruginosa 
(Ps. pyocyanea) have usually been the most resistant to 
treatment with antibacterial substances. A study was 
undertaken to examine the effects of various drugs upon 
this organism in vitro and in vivo, and to determine the 
relation between in-vitro sensitivity and clinical response 
to the various drugs. Particular attention was paid to 
the effects of varying the acidity of the urine. 

The study was based on the investigation of 39 patients 
suffering from persistent urinary infection due to Gram- 
negative bacteria. Urine cultures were made from 
specimens collected “* aseptically ’’, and the organisms 
isolated were identified. Jn-vitro sensitivity tests were 
made in “ difco”’ nutrient broth at pH 7-6 against sul- 
phadiazine (50, 25, and 10 mg. per ml.), penicillin (500, 
100, and 50 units per ml.), and streptomycin (25, 10, 2, 1, 
0-5, and 0-1 micro units per ml.), and at pH 5-5 against 1% 
mandelic acid. Sulphadiazine and penicillin in con- 
centrations “ therapeutically practical”’ are stated to 
have been ineffective [exact results are not given], but 
inhibition of growth was obtained with mandelic acid 
at the concentration and pH stated above, and with 
streptomycin (for most strains) in concentrations of 0-1 
to 10 units per ml. at the given pH. Considerable varia- 
tion in the least inhibitory levels was found from strain 
to strain. The streptomycin tests were repeated at a pH 
of 5-5, 7-6, and 8-0 with drug concentrations of 50 and 100 
micro units per ml. in addition to those previously used. 
The following results are given for highest inhibitory 
dilutions of the drug for a group of 21 organisms (10 
Ps. pyocyanea, 5 Proteus, 4 Bact. coli, | Bact. alkaligenes, 
1 “* dysentery bacillus): 


Highest Inhibitory Dilutions (micro units 
per ml.) 


25 10 | 2 


10 
0 
0 


The one highly resistant organism was in all cases 
Ps. pyocyanea. Increased streptomycin resistance was 
induced in vitro to about one-third of the strains studied, 
and was measured at pH 6-0, 7-6, and 8-0. Resistance is 
stated to have been least at pH 7-6, greater at 8-0, and 
greatest at 5-5. 

A close relation was observed between the results of 
in-vitro assays and clinical response. Patients are said 
to have responded satisfactorily to streptomycin when the 


infecting organism was inhibited in vitro by 10 mign 
units per ml., and to have failed to respond when th 
lowest inhibitory concentration was 25 micro units pe 
ml. Prolonged streptomycin treatment was ineffectiy 
if the infection was not controlled in 3 days. In 8 cagy 
where a sterile culture had been obtained from urine thy 
infection recurred, and in each case recurrence wa 
associated with some form of obstructive lesion. Map. 
delic-acid treatment was effective in all cases in whic 
the urinary pH was lowered to 5-5; streptomycin treg. 
ment was “‘ apparently more effective’ in an alkalig 
urine. ‘“‘ Organisms were evidently made more resistant 
in an acid medium, and when once resistant they remained 
so”’. However, “ not all organisms which persisted 
returned showed increased resistance’. [This abstray 
should be compared with that of the paper by Harel 
et al. (Abstracts of World Medicine, 1948, 3, 194) in which 
the quantitative data are more exactly given.] 
- G. I. C. Ingram 


296. Treatment of Acute Glomerulonephritis with Hig 
Protein Diet. [In English] 

V. MORTENSEN. Acta Medica Scandinavica [Acta mei, 
scand.] 129, 321-331, Dec. 30, 1947. 4 figs., 16 refs, 


A series of patients with acute nephritis, 38 associated 
with scarlet fever, 5 with tonsillitis, and 1 with naso 
pharyngeal infection, were placed alternately in one of 
two groups, receiving, respectively, high- and low 
protein diets. Small children who would have been 
unable to consume the quantities of meat included in the 
diet of the first group were excluded, otherwise no selec- 
tion was exercised in the allocation. The low-protein 
diet contained about 40 g. of protein and yielded 2,75 
calories daily; the high-protein diet contained 125 g. of 
protein and yielded 3,000 calories. These figures ar 


_ for adults: in children (who formed the majority of the 
patients) suitable reductions were made. 


No statistically significant difference was found in th 
mean duration of disease in the two groups; ranges if 
both varied between 6 days and 6 months, the average 
being 69 and 78 days. Criteria of quiescence were tk 
complete absence of albuminuria and a negative benzidine 
test for haematuria, with a normal sediment count. All 
patients but 1 had reached this stage before discharg. 
If, however, the duration of albuminuria alone is taken 
as the criterion of quiescence, and the few cases of pr 
tracted recovery (4 in the low-protein group and 2 in th 
high-protein group) are excluded to avoid a spurious 
weighting effect, the difference between the averages df 
the two reduced groups is statistically significant. A’ 
it is not possible to measure the severity of the diseas% 
in each case in the two groups and to make a numerical 
comparison, part of this difference may be no more that 
a reflection of an inequality in severity, the groups beifg 
small. The conclusion is that differences in protel 
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intake have not been shown to make any outstanding 
difference to_the course of acute nephritis. 
G. I. C. Ingram 


297. Glomerulonephritis Occurring in Experimental 
Brucellosis in Dogs 

G. Marcouis, W. D. Forsus, G. P. Kersy, and T.N. 
dy American Journal of Pathology [Amer. J. Path.] 
23, 983-993, Nov., 1947. 4 figs., 31 refs. 


Brucella suis was injected intravenously into 5 and 
intraperitoneally into 4 dogs at weekly intervals. Full 
serological and bacteriological details are given else- 
where. In 4 animals renal lesions developed of a type 
not found in untreated dogs: in 2 animals, after 21 and 
28 weekly intravenous injections respectively, acute 
necrotizing glomerular lesions were super-imposed on 
older scarred glomerular lesions. Both kidneys gave 
positive cyltures at necropsy. The other type of renal 
change was a proliferative one affecting glomerular 
endothelium and was thought by the authors to be some- 
what similar in structure to that in human glomerulone- 
phritis. This was seen in 2 dogs which received 35 and 39 
weekly injections intravenously and _ intraperitoneally 
respectively and were then allowed to recover for 33 and 
20 weeks. The organism was obtained from the kidney at 
necropsy only in the case of the dog given intravenous 
injections. The other 5 dogs showed no glomerular 
changes and there was no correlation with serological 
titres. The authors suggest that future work should in- 
clude the investigation of kidney antibodies. 

E. G. L. Bywaters 


298. Some Heterodox Considerations on the Patho- 
genesis of Nephritis. (Algunas consideraciones hetero- 
doxas sobre la pathogénesis de las nefritis) 

C. JimENEZ Diaz. Revista Clinica Espafiola [Rev. clin. 
esp.] 26, 315-332, Sept. 15, 1947. 23 figs., 15 refs. 


Pyelonephritis may simulate any of the varied pictures 
of Bright’s disease. Signs and symptoms of a renal 
infection may be lacking and only at necropsy may cases 
diagnosed as acute nephritis with uraemia, hypertensive 
encephalopathy, or chronic nephritis be found to be due 
to renal infection. The author agrees with the descrip- 
tions given by Staemler and Dopheide (Virchows Arch., 
1930, 277, 713) and by Fahr (ibid., 1938, 361, 140) of 
the anatomical changes in ascending renal infections, and 
points out how even at necropsy these infections, by 
producing an interstitial fibrosis with obliteration of 
glomeruli and cyst formation, may simulate chronic 
nephritis. He therefore suggests that many cases 
diagnosed as Bright’s disease are really due to chronic 
pyelonephritis. The infection is most commonly due to 
faecal organisms either entering through the urethra or 
Spreading to the renal tracts by the lymphatics, but 
blood-borne organisms may also produce ascending 
renal infections. Congenital malformations of the 
kidneys, pelvis, and ureters, particularly those causing 
stasis and hydronephrosis, predispose to the disease. 
Suggestive symptoms are nocturnal enuresis, slight fever, 
polyuria, and disturbances of development. Symptoms 
of acute renal infection are unusual. 


It is important to recognize cases of ascending renal 
infection early before irreversible and preventable 
changes have occurred. It is suggested that the treat- 
ment of many cases of nephritis may need to be changed. 

L. P. R. Fourman 


299. Cardiac Changes in Uraemia with Special Reference 
to the Role of Increased Serum Potassium. (Alteracgoes 
cardiacas na uremia com referéncia especial ao papel da 
hiperpotassiemia) 

E. L. Gomes, L. CApRIGLIONE, and E. A. DE Souza. 
Arquivos de Clinica {Arch. Clin.] 5, 151-182, Sept., 1947. 
10 figs., bibliography. 


The authors quote the views of many authorities on 
the myocardial changes which accompany uraemia, some 
upholding the view that there is such a syndrome as 
** uraemic myocarditis ’’, whereas others take the contrary 
view, regarding the cardiac changes as being due to 
such conditions as hypertension or coronary arterio- 
sclerosis. This paper describes the electrocardiographic 
changes in 3 cases of uraemia, these changes being 
attributed to toxaemia arising from the altered pH of the 
blood, the low serum calcium, and the retention of 
potassium. This toxic action on the myocardium can 
only be demonstrated by electrocardiography; the 
changes thus produced can be distinguished from those 
of the hypertension or pericarditis which accompanies 
uraemia. With retention of potassium, the T waves are 
tall and peaked, the P waves are low, and there is a 
prolonged P-R interval, sometimes sinus arrest, and 
even intraventricular conduction defect. Post-mortem 
myocardial changes were not in any way specific. 

Paul B. Woolley 


300. Influence of the Diet on Urea Clearance. (Kostens 
Indflydelse paa Urinstof-clearance) 

H. O. BANG and A. L. NreLsen. Nordisk Medicin [Nord. 
Med.] 36, 2376-2378, Nov. 28, 1947. 2 figs., 11 refs. 


The authors report the effects of alternate high-protein 
and low-protein diets on urea clearance in 5 nurses and 
5 patients with healthy kidneys. The good diet was the 
full Danish hospital diet with 100 g. of meat added daily; 
the poor diet contained 25 to 30 g. of protein daily and 
had a calorie value of about 2,000. Subjects were given 
the diets for from 6 days to over 3 weeks and were in 
nitrogen balance; the nurses lost some weight when on 
the poor diet. 

Urea clearance was estimated during two 1-hour or 
three }-hour periods with an indwelling catheter. 
Diuresis was maintained to give maximal clearances. 
In all there were 25 estimations after a good diet and 15 
after a poor one; with insignificant exceptions, individuals 
on the poor diets showed a fall in clearance down to as 
low as 44% of the previous values; the average fall was 
to about 70%. On return to the good diet clearance 
rose again. Other features of the poor-diet period were 
lowered urinary output (average 700 against 950 ml. a 
day), low plasma-urea levels (average 19 against 28 mg. 
per 100 ml.) and a low nitrogen output (average 4:1 
against 10-7 g. a day). A. M. M. Wilson 
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301. Tuberculosis and Rheumatism. 
rhumatisme) 

E. Martin. Archives de Rhumatologie [Arch. Rhum.) 7, 
89-96, 1947. 11 refs. 


Poncet, at the beginning of the century, was led to 
postulate a tuberculous rheumatism by the case of a boy 
aged 15, suffering from tuberculous hip disease, who 
sustained joint reactions resembling those of acute 
articular rheumatism, Poncet came to regard many 
forms of “ rheumatic disease”’ as manifestations of 
tuberculous infection and later wrote: “* In the presence 
of rheumatism, what one must first prove is that it is not 
tuberculous 

The present author thinks that French clinicians are 
too ready to diagnose “* Poncet’s rheumatism ”’, but, on 
the other hand that Anglo-Saxon workers are wrong in 
denying the occasional correlation of rheumatism and 
tuberculous infection. Several cases are described and 
reported as instances of the type of rheumatism which is 
probably tuberculous in nature. 

(1) Polyarthritis associated with typical tuberculous 
lesions.—-A patient aged 20 suffered from an acute poly- 
articular rheumatism, at first vagrant in character, but 
later showing permanent joint changes. Pleurisy and 
other tuberculous lesions developed, and death followed 
from tuberculous meningitis. Necropsy revealed wide- 
spread tuberculous lesions, including tubercles with 
typical giant cells in some of the foot joints. 

(2) Tuberculous tonsillitis with acute rheumatism.—A 
patient aged 30 developed an acute sore throat with en- 
larged tonsils and acute articular rheumatism. One 
tonsil after removal showed tuberculous infection, with 
caseation and typical giant cells. The joint reactions 
abated after the tonsils were removed. This observation 
suggests that a tuberculous tonsil can cause an acute 
polyarticular rheumatism. 

(3) Allergic polyarthritis with tuberculosis.—The 
patient, a woman aged 31, had suffered for 5 years from 
joint reactions with the features of an allergic poly- 
arthritis. There was a history of pleurisy at the age of 
13 and of haemoptysis at 19. The patient died, and at 
necropsy tuberculous lesions were seen in the lungs. No 
typical lesions could be found in the joints, but there were 
perivascular collections of lymphocytes and plasma cells. 
Two tubercle bacilli were, however, seen in a macrophage, 
and infection of the synovial membrane was demon- 
strated by guinea-pig inoculation. 

(4) Polyarthritis of the rheumatoid type in tuberculous 
subjects. —A woman died at the age of 50 with chronic 
polyarthritis and pulmonary tuberculosis. The arthritis 
had evolved slowly over a period of 7 years, and, clinically, 
was a progressive polyarthritis of the rheumatoid type. 
Throughout its evolution tuberculosis was present, at 
first alone, later dominating the clinical picture. At 
necropsy, several extra-articular cold abscesses were 
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found; the joints of the lower limb and the wrists wer 
ankylosed; there was a tuberculous infection of the bone 
close to the right knee-joint. 

[The original should be consulted for full description of 
these cases. They would seem to be instances of the 
several types of joint reaction which may result from 
tuberculous infection; and they may serve to indicate the 
urgent need for a definition of “* rheumatism ”’] 

Kenneth Stone 


302. Granulocytopenic and Lymphocytopenic Hyper. 
splenism Associated with Atrophic Arthritis. [In English} 
H. Levy. Acta Medica Scandinavica [Acta med, scand)} 
129, 203-212, Nov. 5, 1947. Bibliography. 


The part played by the spleen in the destruction of red 
blood cells has been known since 1903 at least, when 
Banti introduced splenectomy in the treatment of 
haemolytic anaemia. The same operation was later sue. 
cessfully used for thrombocytopenic purpura. In 1913 
the term hypersplenism was introduced to _ indicate 
excessive hormonal inhibition of bone-marrow function 
affecting red blood cells, leucocytes, and/or platelets. In 
1939 Wiseman and Doan brought back to notice a con- 
dition of splenomegaly and granulocytopenia with little 
or no anaemia; this they called primary splenic neutro- 
penia and ascribed it to excessive splenic leucolysis. 

The author of this paper has reviewed the literature 
on this syndrome, and has appended an extensive biblio- 
graphy. Pathologically the main characteristic is a 
myeloid hyperplasia which is probably ‘compensatory. 
The syndrome may be a secondary factor in chronic 
malaria, typhoid, or syphilis, but usually no primary 
cause can be ascertained. The leucopenia generally dis- 
appears on splenectomy. The relation between acholuric 
jaundice, thrombocytopenic purpura, and this syndrome 
has been discussed by several authors; the three syn- 
dromes may be called haemolytic, granulocytopenic, 
and/or thrombocytopenic hypersplenism (hereditary or 
acquired, symptomatic, or idiopathic). 

In Felty’s syndrome the splenomegaly and leucopenia 
are associated with arthritis. It is impossible to say 
whether the splenomegaly and leucopenia are a sequel 
to the arthritis, or whether the splenomegaly is the 
primary lesion. A chance combination of two diseases 
would appear to be unlikely. The theory of a chronic 
infection involving both spleen and joints has been held 
by many, but the author throws doubt on this, especially 
as in some cases splenectomy improves the arthritis and 
causes the disappearance of the leucopenia. How the 
spleen causes the leucocytes to disappear is also doubtful. 
Phagocytosis or a hormonal influence on the bone mat- 
row are both possibilities. 

A case of atrophic arthritis and leucopenic spleno 
megaly is reported in a woman of 69. The arthritis had 
been present for 13 years. The lower border of the 
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was 5 in. (12:5 cm.) below the costal margin, and 
the liver 14 in. (3-75 cm.) below. The erythrocyte count 
on admission was 3-9 millions per c.mm., and the white 
cells numbered 1,000 (62% lymphocytes). At one point 
the leucocyte count fell to 500. A sternal puncture 
showed active erythropoiesis and especially myelopoiesis. 
my was not performed in view of the patient’s 

age and the absence of pain. Geoffrey Whittall 


03. Glucuronic Acid Deficiency in the Rheumatic 
Diseases 

f. A. PETERMAN. Journal-Lancet [J. Lancet] 67, 451- 
453, Dec., 1947. 10 refs. 


The author points out that not only is glucuronic acid 
acomponent of most of the tissues involved in rheumatic 
diseases, but also that it is used by the liver as a detoxi- 
cating agent. He suggests that some deficiency of 
detoxication may be responsible for the rheumatic 
diseases. Work on the problem of glucuronic-acid 
deficiency is difficult, because it has not proved possible 
to produce such a ‘condition in experimental animals 
and because commercial glucuronic acid is difficult to 
obtain. 

Glucuronic acid is produced in the body, possibly in 
the liver and muscles, as a product of glucose metabolism. 
The author offers the theory that if focal infection or 
“toxicity in general ”’ calls for an increase in the amount 
of glucuronic acid needed for detoxication, there will 
be a resultant deficiency of glucuronic acid not only for 
detoxication but also for the rebuilding of worn tissues. 
He describes the work done on dogs and a human 
volunteer to demonstrate that glucuronic acid, when 
administered by mouth or by injection, does not give 
tise to toxic effects. A patient suffering from rheu- 
matoid arthritis was treated with glucuronic acid and 
“has enjoyed a sustained improvement now for 34 
months’. This led the author to treat 52 patients with 
the calcium, potassium, or sodium salts of glucuronic 
acid. These patients included sufferers from rheu- 
matoid arthritis, fibrositis, osteo-arthritis, ‘* mixed 
arthritis ’’, diabetic neuritis, sciatic neuralgia, haemo- 
philic arthritis and multiple sclerosis and patients who 
had not completely recovered after rheumatic fever. 
In 1 patient with multiple sclerosis and 7 of the others 
there was no improvement, but the remainder showed 
“ satisfactory response °’. W. Tegner 


304. Clinical Observations on the Value of Speransky’s 
Treatment of Spinal Pumping in Infectious Arthritis 

M. M. ALIMURUNG and J. R. Cruz. Journal of the 
Philippine Medical Association [J. Philippine med. Ass.] 
23, 585-591, Dec., 1947. 9 refs. 


A series of 17 cases of arthritis were treated by spinal 
pumping as advocated by Speransky, who based his 
treatment of arthritis on a neurological concept of origin. 
All the patients were adults; in 10 the arthritis was 
theumatoid, in 5 rheumatic, and in 1 gonococcal, while 
1 possibly had a prolapsed intervertebral disk. Tests 
for syphilis were negative in all. Seven patients were 
practically bed-ridden before treatment. Most. had had 


other forms of therapy and some were given salicylates 
beforehand. Apart from the patient with a possible . 
disk lesion the results were completely successful. Pain 
and swelling disappeared and function improved. The 
7 bed-ridden patients were discharged walking. The 
maximal improvement occurred in the first 24 to 48 hours. 
Striking improvement is less likely to take place in 
patients with any degree of bony ankylosis. 
D. P. Nicholson 


305. The Heart in Rheumatoid Arthritis. Clinical, 
Radiological, and Electrocardiographic Study of 50 
Cases. (O coragéo na artrite reumatdide. Estudos 
clinico, radiolégico e electrocardiografico sobre 50 casos) 
O. Luccuest, M. Luccuest, and H. KNEESE DE MELO. 
O Hospital {Hospital, Rio de J.] 32, 699-708, Nov., 1947. 
22 refs. 


The study of cardiac pathology in rheumatoid arthritis 
has been prominent in the literature recently. Does 
rheumatoid arthritis induce specific cardiac lesions 
analogous to those seen in rheumatic fever? This article 
deals with the findings in 50 private patients with rheuma- 
toid arthritis—37 females and 13 males between the ages 
of 22 and 66, the duration of the arthritis varying from 1 
month to 41 years. Subcutaneous nodules were present 
in 14 patients. On clinical examination, 26 hearts 
appeared to be normal, the rest having apical and basal 
systolic murmurs of the functional type. Radiological 
findings were normal in 80%; the rest had left ventricular 
hypertrophy due to hypertension. In no case could any 
signs suggestive of “‘ rheumatic heart disease ’’ be found. 
Electrocardiographically, 74% were normal; the re- 
mainder showed changes due to degenerative phenomena. 
Of the 14 patients with subcutaneous nodules, 7 were 
completely normal and 7 had changes associated with 
hypertension. The authors also quote Colver, who 
examined 69 children with Still’s disease; in only 1 case 
was the heart affected. The authors therefore conclude 
that in rheumatoid arthritis there is no specific cardiac . 
pathology, that subcutaneous nodules are of no prog- 
nostic value (contrast rheumatic fever), and that rheuma- 
toid arthritis and acute rheumatism are distinct clinical 
entities. [This is a well-balanced article and merits 
attention.] Paul B. Woolley 


306. Rheumatoid Arthritis in Children. A Clinical 
Study 

N. S. PickarD. Archives of Medicine [Arch. 
intern. Med.] 80, 771-790, Dec., 1947. 18 refs. 


A study was made of 35 cases of rheumatoid arthritis 
in children for at least 3 years, 10 being under the personal 
observation of the author. 

Precipitating factors are infection, trauma, and allergy. 
Culture of joint fluids failed to yield pathogenic organ- 
isms, and cultures from the nose and throat did not differ 


from those of controls. Cos stated that streptococcal 
agglutination reactions in children with rheumatoid 
arthritis are negative but that antistreptolysin titres are 
significantly high. In the present group respiratory 
infection preceded the onset of arthritis by 3 to 10 weeks 
in 16 cases. There had been trauma in 10 cases and 
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allergic symptoms in 2. Juvenile rheumatoid arthritis 
tends to be a self-limited disease, spontaneously becoming 
quiescent after a period of years. Recrudescence is 
common. Of 28 cases studied for 5 years or more, 9 
relapsed after periods of up to 8 years and in 2 instances 
after the onset of puberty. Relapses tended to be more 
damaging to the joints than was the original attack. 
Pathological changes in the synovial membrane in 
children resembled those in adults, but pannus forma- 
tion was more limited and cartilage destruction less. In 
no case were the spinal or sacro-iliac joints involved, 
though one relapse took the form of ankylosing spondy- 
litis. The bones showed calcium deficiency and this 
persisted even after complete quiescence. Two patients 
in this series developed cardiac disease. In 1 case 
amyloid disease was the cause of death, this complica- 
tion being more common than is generally recognized. 
Enlargement of the liver and spleen occurred in 6 and 
5 cases, respectively, but general enlargement of the lymph 
nodes in only 1. 

The condition may be difficult to differentiate from 
rheumatic fever, distinction being sometimes impossible 
in the acute stage, and from tuberculosis when one joint 
only is involved. Although rheumatoid arthritis usually 
affects many joints it may remain monarticular for months 
or years. Gonococcal arthritis is exceedingly rare in 


children and does not usually cause difficulty. Emphasis ~ 


in treatment is laid on rest and the prevention of 
deformities. Manipulations and surgical procedures 
before the condition is completely quiescent are con- 
demned. Gold therapy is regarded as disappointing. 
Of the 35 patients 3 died and 14 recovered completely, 
the remainder being crippled in varying degrees. In 
spite of the danger of relapse the author holds that this 
40% recovery rate justifies a far more hopeful prognosis 
than is usually given. H. F. Turney 


307. Neurotrophic Modifications of Rheumatoid Arthritis 
-and their Treatment by Speransky’s Method. (Las 
modificaciones neurotréficas de las artritis reumatoideas 
y su tratamiento por el método de Speransky) 

C. F. CARREGA CASAFFOUSTH, D. BRAGE, and F. A. 
SPINELLI. Revista Argentina de Reumatologia [Rev. 
argent. Reum.] 12, 194-202, Dec., 1947. 42 refs. 


Speransky’s method consists of aspirating 10 ml. of 
cerebrospinal fluid (C.S.F.) from the lumbar subarachnoid 
space and reinjecting it immediately afterwards; this 
procedure is repeated 15 to 20 times within 30 to 45 
minutes and the last reinjection is made into the peri- 
dural space. Speransky, suggesting that his method 
made the pia-arachnoid more permeable to certain drugs, 
applied it in 52 cases of rheumatic fever, claiming 
complete recovery in 70% of cases, while in 127 controls 
treated exclusively with salicylates recovery was obtained 
in only 48%. Gillman and Gillman (Amer. J. med. Sci., 


1946, 211, 448) proved experimentally that the per- 
meability of the membrane is not increased by this 
procedure, but applied it in cases of acute (12), subacute 
(36), and chronic (22) arthritis, obtaining 10 and 28 


recoveries in the first two forms, but none in the chronic 
form. 
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The authors used Speransky’s method in the treatmen 
of rheumatoid arthritis, where cutaneous, articular, ang 
osseous trophic changes point to a possible connexion 
with the central nervous system and the neuro-vegetatiye 
system. [Four pages of the paper contain a 
documented but confusing and inconclusive attempt a 
demonstrating and explaining this connexion.] 
treated 8 women, aged from 19 to 69, with one to three 
sessions of “C.S.F. pumping”. In 1 case the recovery 
was complete, in another the treatment failed, and ip 
6 cases there was notable improvement, mostly ag 
regards pain and congestion, with considerable increase 
in mobility of the affected joints. In all cases the usual 
therapeutic methods, such as protein therapy, auto. 
haemotherapy, administration of salicylates and sulphur, 
massage, and diathermy had been previously used 
without success. All authors agree that “CSF 
pumping” is innocuous. Its immediate results are: 
tachycardia, peripheral vasodilatation, sweating, and 
increase of arterial oscillations. It is well tolerated, 
though a few patients complained of some headache, 
slight nausea, and slight pain in the back in the first 24 
hours. It is concluded that Speransky’s method js 
valuable as symptomatic treatment. A. Lilker 


308. X-ray Therapy in Ankylosing Spondylitis 

P. Wave. University of Leeds Medical Magazine (Univ, 
Leeds med. Mag.| 17, 89-97, May and Oct., 1947, 
4 figs., 10 refs. 


Ninety-five cases of ankylosing spondylitis were seen 
by the author between 1940 and 1946—88 were in males 
and 7 in females; 72 patients were aged between 20 and 
30. In 1943-4 the majority of the patients were given 
1,200 r as surface doses in 1 month to the whole spine; 
in 1944 this dose was changed to 2,000 r in 9 weeks, given 
at weekly intervals. In 1945, 2,000 r were given in 2 weeks 
at daily treatments, but in the second half of 1946 
2,400 r were given in 6 weeks at twice-weekly treatments. 
Certain patients received several courses of treatment by 
one or more methods either to the whole spine or only 
to areas related to symptoms. The sacro-iliac joints 
and whole spine are irradiated at 200 kV, by four central 
posterior fields of 10 by 15 cm.; if the spine is straight 
two fields may be replaced by one 10x28 cm.; in tall 
patients an additional field of 8 x 10 cm. may be necessary, 
With this high volume dosage reactions are frequent. 

Of 83 patients treated 74 were relieved of symptoms 
at some time, usually about 3 months after starting 
treatment. Beneficial results followed all the doses 
used, but it is probable that the optimum dose has yet 
to be found. In a few cases symptoms recurred later. 
Peripheral joints were also treated. Usually 3 to 6 
months is a reasonable period between treatments, but 
if the general condition deteriorates the interval should 
be prolonged. Not enough data have been accumulated 
to assess the results and very few cases have been followed 
for more than 2 years, but already out of 60 patients 
who showed improvement 14 have subsequently relapsed. 
The usual ancillary methods of treatment were also 
used. T. G. Reah 
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309. The Electroencephalogram in Porencephaly 

J.P. MurpHy and J. S. Garvin. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 58, 
§36-446, Oct., 1947. 7 figs., 11 refs. 


By electroencephalography it is possible not only to 
distinguish true porencephaly from pseudoporencephaly 
of post-traumatic or inflammatory origin, but also to 
decide upon the symmetry or otherwise of the poren- 
cephalic lesion. Porencephaly is usually of vascular 
origin and frequently asymmetrical. G. F. Walker 


310. Arsenical Encephalopathy in Indian Troops 

L. KraAtner, D. A. K. Brack, R. J. MCGILL, and 
N. V. Rao. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 10, 171-182, 
Nov., 1947. 14 figs., 17 refs. 


A high incidence of arsenical encephalopathy was noted 
in 1943 and 1944 in Indian troops undergoing neo- 
arsphenamine (N.A.B.) treatment for syphilis. This 
increased incidence was considered to be due to the giving 
of injections of N.A.B. twice a week instead of once a 
week. Malaria during or immediately before N.A.B. 
treatment was an important factor in increasing the 
incidence of arsenical encephalopathy. The onset was 
at times acute, with an epileptic fit as the presenting 
symptom; in others there was initially general malaise 
and headaches for a few days. There were four stages: 
(1) mild confusion and mental retardation with lethargy; 
(2) drowsiness, lack of co-operation and extensor plantar 
responses; (3) pyrexia, stupor, incontinence, and fre- 
quent fits; (4) deep coma. Patients could recover from 
the first three stages, but all those who reached the fourth 
stage died. The protein content of cerebrospinal fluid 
was raised and the amount was of prognostic value 
because no patient with a protein content of over 300 mg. 
per 100 ml. recovered. 

Pathologically the most constant change in the brain 
was congestion and stasis, involving particularly the 
veins and arterioles of the white matter and brain stem, 
and a viscous exudation of plasma around veins and 
arteries was fairly constant. Haemorrhages were scanty, 
in contrast to the classical haemorrhagic arsenical 
encephalopathy. Oedema also was not conspicuous . 
Perivascular round-cell infiltration was common and was 
thought to be due to syphilis rather than to the 
encephalopathy. 

The authors think that the condition is due to a 
relatively high level of N.A.B. causing*vascular damage 
with loss of selective permeability of the vessel walls. 
Because of this N.A.B. and split products of N.A.B. 
penetrate into the nervous tissue and interfere with the 
Oxidation systems of the parenchyma. In classical 
haemorrhagic cases the vascular damage is more pro- 
minent in the form of haemorrhage and oedema; in 
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non-haemorrhagic cases, such as those commonly seen 
in Indian troops, the invisible toxic effect on the 
parenchyma is the important factor. 

J. W. Aldren Turner 
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311. Aphasia Studied in Patients with Missile Wounds 
F. ScHILLeR. Journal of Neurology, Neurosurgery and 
Psychiatry Neurol. Neurosurg. Psychiat.] 10, 183-197, 
Nov., 1947. 12 figs., 7 refs. 


The type of speech disturbance was studied in 46 
patients who had suffered gunshot wounds of the brain; 
2 were left-handed with right-sided wounds and 2 
had multiple brain wounds. Twenty standardized tests, 
including performance tests such as the Kohs block test 
and the Raven matrix test, were used. Diagrams repre- 
senting the surface of the dominant hemisphere were made 
on which were mapped out the approximate estimated 
area of damage from the wounds of patients displaying 
different types of speech disturbance. The area of 
greatest density produced by superimposition of outlines 
of wounds on the diagrams was interpreted as the area 
most commonly affected in patients suffering from that 
particular aspect of aphasia. 

The author concluded that most cases of aphasia are 
mixed” and that the pattern of speech disturbance 
displayed in the early stages persists, though much 
improvement in the degree of disability may take place. 
Difficulty in word finding (nominal aphasia) occurred in 
all cases and is of little value in the location of the 
causative lesion. In general, frontal lesions impair 
principally articulation, inflection of voice, and speed of 
enunciation; temporal lesions, the understanding of 
spoken language; posterior temporal and temporo- 
parietal lesions, the interpretation of visual symbols; 
and parietal lesions, those faculties related to orientation 
in space. It is suggested that cases of aphasia should be 
classified in anatomical terms (such as frontal or temporo- 
parietal) rather than in the functional terms more 
commonly used. J. W. Aldren Turner 


312. The Problem of the Aetiology and Pathogenesis of 
Acute Disseminated Encephalomyelitis and Multiple 
Sclerosis. (IIpo6mema mMmaToreHeza 
ocTporo paccesHHoro H MHO?KE- 
CTBEHHOrO 

M. S. MarGu.is and A. K. SHUBLADZE. CoBeTcKas 
Menuuuna [Sovetsk. Med.] 10, No. 8, 33-34, 1947. 


In this brief summary of several years’ work, which 
contains no details of their technique or specific findings, 
the authors claim to establish that a small group of 
viruses is responsible for acute disseminated encephalo- 
myelitis in animals and man, and for chronic disseminated 
sclerosis. In 1942 they isolated from the blood and 
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brain of silver foxes and related animals viruses capable 
of producing lesions (micro-necrosis and demyelinization) 
analogous to those of human acute encephalomyelitis and 
disseminated sclerosis. Théy found, however, that the 
virus was present only for a few days at the start of the 
infection. In October, 1942, a strain of virus was 
isolated from a human case. Their group of viruses 
differed sharply from the viruses of St. Louis and 
Japanese encephalitis in the lesions produced sero- 
logically and in other ways. Within the group there were 
differences in pathogenicity for various species. In 70% 
of cases of human encephalomyelitis and 50% of cases of 
disseminated sclerosis they found antibodies neutralizing 
their virus, and they recommend this serological test in 
diagnosis. Finally, they prepared a suspension of brain 
tissue from animals dying of encephalomyelitis and 
administered it subcutaneously over a two-year period to 
65 patients with disseminated sclerosis and 12 with 
acute encephalomyelitis, with improvement in 30% of 
cases. Elliott Emanuel 


313. Endostoses and Optic Chiasmatic Arachnoiditis. 
(Endocraniosi e leptomeningite ottico-chiasmatica. 
Contributo all’etiologia ed alla patogenesi) — 

G. GIuLIO GIORDANO. Acta Neurologica [Acta neurol., 
Napoli] 2, 973-985, Nov.—Dec., 1947. 5 figs., 36 refs. 


A woman aged 66 began. to complain of failure of 
vision, which progressed slowly. Clinical examination 
showed the visual power to be reduced to 1/60 on the 
left side and to 4/10 on the right side. There was loss of 
the basal half of the visual field of the left eye and a 
central scotoma. Radiographs of the skull revealed 
pan-sinusitis and hyperostoses internae, the skull as a 
whole being osteoporotic. The author states that this 
is the fourth case of this kind on record; he considers 
that an avitaminosis was responsible for the osteo- 
porosis and caused a diminished resistance to infection, 
thus favouring the pan-sinusitis, which, in its turn, 
caused the optic arachnoiditis. 

{It seems doubtful whether the diagnosis of arach- 
noiditis was well established; cerebrospinal fluid was 
apparently not examined, and encephalography not 
performed. ] F. K. Kessel 


314. Disseminated Encephalomyelitis Experimentally 
Produced by the Use of Homologous Antigen P 


L. R. Morrison. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 58, 391-416, Oct., 
1947. 12 figs., 32 refs. 


Many investigators have attempted to produce experi- 
mental encephalomyelitis in laboratory animals by 
repeated injections of heterologous brain antigens. 
adding such adjuvants as killed tubercle bacilli or the toxic 
filtrate of Clostridium welchii to the saline suspensions 
of brain injected, more extensive lesions can be produced 
in a shorter time. The rationale of adding the toxic 
filtrate (alpha toxin) of Cl. welchii seems to be that this 
alpha toxin contains an enzyme capable of hydrolysing 
lecithin, and under certain conditions the lecithin of the 
myelin sheath can be hydrolyzed, leaving the non-lecithin 


NEUROLOGY 


content of the myelin intact and producing an abnormaj 
myelin sheath which is more susceptible to other agents. 

This paper presents a report on the encephalomyelitis | 
produced in rabbits by injection of homologous antiges 
either alone or with adjuvants. The animals were 
divided into 5 groups. The control group received only 
a suspension of normal rabbit cord in normal saline 
The animals in this group remained healthy, and op 
histological examination their nervous systems wer 
found to be normal. In the second group the injections 
consisted of rabbit spinal cord incubated in a filtrate of 
Cl. welchii from which the toxin had been removed, 
The third group received rabbit spinal cord incubated 
with a similar filtrate of C/. welchii, but in which the toxin 
was retained. The fourth group was injected with 
rabbit spinal cord mixed with killed tubercle bacilli jp 
liquid petrolatum, whilst the last group received hetero. 
logous antigen in the shape of human spinal cord treated 
with dilute formaldehyde. The animals in this last group 
all presented clinical signs of nervous disease and died 
within 3 months. Two of the rabbits in the second group, 
1 out of 5 in the third group, and 9 out of 10 in the fourth 
group showed clinical manifestations of disease, al] 
except 2 having signs suggesting involvement of the 
nervous system, such as ataxia, weakness of the paws, 
and in some a frank paresi$ and marked inco-ordination, 
Histologically an intense meningo-encephalomyelitis was 
found in the second, third, fourth, and fifth groups, 
Lesions were commonly disseminated throughout the 
nervous system, but sometimes the disease process was 
limited to the spinal cord and sometimes to the brain. 
Meningitis was most intense in the animals that received 
antigen mixed with the tubercle bacillus, but was present, 
especially at the base of the brain and around the cere- 
bellum, in most of the affected animals. The paren- 
chymatous lesions consisted mainly of perivascular foci 
of infiltration, usually with lymphocytes, but occasionally 
plasma cells and monocytes were present. The chief 
reaction was outside the Virchow-Robin spaces, in the 
parenchyma, where a severe microglial reaction was 
also observed. In some cases frank compound granular 
corpuscles were seen. Around these zones of perivas 
cular reaction were areas of demyelination, pronounced 
where the microglial reaction was most severe. The 
animals given the heterologous human cord antigen 
presented a very similar histological picture, although the 
lesions were more confined to the white matter than in 
those receiving homologous antigen. In all the animals, 
spinal cord lesions were most severe in the posterior 
columns. 

The author is careful to point out that although 
spontaneous encephalomyelitis commonly occurs if 
laboratory rabbits, the lesions in that disease differ from 
those found in his experimental animals in that hyper 
plastic microglia, perivascular demyelination, and severe 
involvement of the spinal cord do not occur in the 
spontaneous disease. An interesting comparison is 
drawn between the type of reaction produced in this 
experimental work and that found in disseminated 
sclerosis, Schilder’s disease, and neuromyelitis optica. 
The article is illustrated by many excellent photo 
micrographs. Ruby O. Stern 
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315. Positive and Negative Aspects of Hypothalamic 
Disorders. [In English] 

B. BrouweER. Proceedings, Koninklijke Nederlandsche 
Akademie van Wetenschappen (Proc. K. Akad. Wet. Amst.] 
50, 1038-1050, Nov., 1947. 5 figs., 33 refs. 


An attempt is made in this short paper to compare 
the clinico-pathological findings in 10 cases with symp- 
toms attributable to lesions of the hypothalamus with 
the results of experimental hypothalamic lesions. In 
3 cases of diabetes insipidus there was bilateral de- 
struction of the supraoptic nuclei; this was expected 
from the experimental work, but in another case with 
destruction of these nuclei diabetes insipidus had not 
been present. In a case of intermittent glycosuria the 
tuber cinereum was almost entirely composed of neuro- 
glia and there was some alteration of the paraventricular 
nuclei, but other cases with complete destruction of 
paraventricular nuclei showed no disturbance of sugar 
metabolism. Adiposity with or without genital atrophy 
may also be produced by hypothalamic lesions and is 
then more severe than in cases in which the lesion is 
confined to the hypophysis; the lesions causing this 
symptom in the author’s cases were too diffuse to allow of 
correlation with experimental results. Pubertas praecox 
has occurred in so many cases in which the lesion was 


-Jimited to the floor of the third ventricle that its causation 


by pineal dysfunction and tumour is now discredited. 
The author adds 2 cases which support the view that 
lesions of the infundibulum may cause this symptom. 
Disturbances of bladder evacuation and of temperature 
regulation and concentric depression of the field of vision 
are also discussed in relation to animal experiments. 

J. G. Greenfield 


316. Carcinoma Ovarii and Cerebellar Degeneration. 
{In English] 

B. Brouwer and F. G. SCHLESINGER. Proceedings, 
Koninklijke Nederlandsche Akademie van Wetenschappen 
[Proc. K. Akad Wet., Amst.] 50,- 1329-1334, Dec., 1947. 
6 figs., 12 refs. 


Cases of subacute diffuse cerebellar degeneration are 
rare. Apart from the members of a single family, all 
the patients so far reported have also suffered from 
carcinoma. In the case here described a patient, aged 
51, with ovarian carcinoma, began to show cerebellar 
symptoms about 15 months before death. Psychical 
disturbances were also present at the beginning but 
Tregressed. As in other reported cases the cerebro- 
spinal fluid contained an excess of protein and gave 
colloidal reactions of mild paretic type. Post-mortem 
examination revealed a carcinoma of the left ovary and 
adnexa with metastases in the neighbouring part of the 
abdominal cavity. The cerebellum showed no macro- 
scopical evidence of disease, but microscopically there 
was complete disappearance of Purkinje cells, with 
relative preservation of baskets and almost complete 
integrity of the granular layer. The left dentate nucleus 
was severely degenerated, as were the ventral part of the 
right nucleus and to a minor degree the roof nuclei. 
No degeneration of inferior olives was seen. There was 
loss of many cells in the vestibular nuclei. Meningeal 


and perivascular infiltration in relation to the degenerated 
areas of the cerebellum and brain stem was present in 
this case as in other reported cases of this type. The 
authors consider that the metabolic disturbances associ- 
ated with carcinoma affect parts of the central nervous 
system which are predisposed to degeneration by 
abiotrophy in Gowers’s sense of the word. : 
J. G. Greenfield - 


EPILEPSY 


317. The Anatomy of Traumatic Epilepsy 
W. R. Russet. Brain [Brain] 70, 225-233, 1947. 
7 figs., 2 refs. 


The distribution of suppressor bands in the chimpanzee 
has been defined, but whether they exist in comparable 
areas of the human cortex is not finally established. It 
seems probable, however, that suppressor bands may 
play an important part in the production of epilepsy, and 
an attempt has been made to demonstrate that injuries 
affecting the suppressor bands may be concerned in the 
subsequent development of traumatic epilepsy. The 
author has studied 138 cases of brain wounds followed 


‘by traumatic epilepsy and 222 cases of brain wounds 


with dural penetration but no subsequent epilepsy. 
A method has been elaborated for recording the site of 
the brain wound from skull radiographs. In the cases 
of epilepsy the sites of wounding tend to accumulate 
in certain zones, but statistical analysis provides no 
support for the occurrence of specific fit-producing 
regions though it does not rule out the hypothesis. The 
need for further extension of this work is stressed, 
particularly as regards exact anatomical studies at 
operation for traumatic epilepsy. Hugh Garland 


318. Investigations on a Patient Subject to Myoclonic 
Seizures After Sensory Stimulation 

G. D. Dawson. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 10, 141-162, 
Nov., 1947. 13 figs., 14 refs. 


Elaborate electroencephalographic (E.E.G.) studies 
were carried out in a patient with myoclonic attacks. 
The patient was a man of 42 who first noticed shaking 
of the feet when he put weight on to his toes and who, 
some months later, had a major epileptic attack. During 
the next 18 months he developed frequent myoclonic 
seizures, usually starting in the extensor muscles of the 
right big toe and spreading to the legs, trunk, and face. 
Careful study showed that the only stimulus adequate 
to produce a myoclonic seizure was stretching of a muscle; 
the threshold to stimulation was highest immediately 
after a previous jerk had occurred and then became 
progressively lower until a jerk would occur without any 
stimulus being applied. The patient had occasional 
major epileptic fits and later developed spasticity of the 
left arm. There were no other abnormal neurological 
signs, the cerebrospinal fluid was normal, and air 
encephalograms revealed no abnormality. The E.E.G. 
between seizures showed a rhythm of low voltage of 
4 to 7 cycles per second and there was little change after 


/ 

rmal 
nts, 
clitis 
igen 
were 
Only 
line, 
on 
ions 
of 
ved, 
ated 
with 
li in 
ero- 
ated 
‘Oup 
died 
oup, 
urth 

all 
the 
AWS, 
| 
| 
this 
ited 
ica. 
n 


92 


overbreathing. During myoclonic seizures spike-like 
discharges occurred in groups, each spike having a 
period of 30 to 50 milliseconds and an amplitude of 
50 to 150 uV. The E.E.G. was studied during seizures 
provoked by a stretch stimulus to a muscle, and it was 
found that the first part of the potential change was 
largest on the opposite side of the head to the site of the 
stimulus and 3 cm. in front of the surface marking of the 
central sulcus. When the leg was stimulated it was 
maximal near the midline, and when the arm was 
stimulated it was maximal 6 to 8 cm. lateral to the mid- 
line. It was concluded from the latency of the response 
and the findings with repeated stimuli that the responses 
to stretch stimuli were cerebral in origin. The responses 
to stimulation in the myoclonic patient were compared 
with those in healthy subjects, and were found to have a 
similar latency, form, and time course but were between 
five and ten times as large. In a detailed discussion the 
significance of these findings is considered. 

J. W. Aldren Turner 


319. Activated Electroencephalography 

I. C. KAUFMAN, C. MARSHALL, and E. A. nie. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
Psychiat., Chicago] 58, 533-549, Nov., 1947. 7 figs., 
19 refs. 


Electroencephalograms (E.E.G.) were taken from 97 
patients with post-traumatic epilepsy, with four channels 
in unipolar and bipolar connexion. Attempts were 
made to activate the epileptogenic focus by hyperpnoea, 
hydration, electric shock, intravenous alcohol, injection 
of trimethadione, penicillin, acetylcholine chloride, 
sodium cyanide, and metrazol (leptazol). Metrazol 
proved the most satisfactory, producing activation in 44% 
of the patients on the first trial and in even more on 
repetition. Intravenous administration was better than 
intramuscular. Clinical seizures occurred in 14% of 
patients, but could be prevented by previous anti- 
convulsant medication, at the cost of a reduction in 
positive results. Induced seizures closely resembled 
spontaneous ones in each patient. E.E.G. changes in- 
cluded focal slow waves, spikes, and seizure patterns, 
as well as diffuse effects. 

[Electrode placements used by the authors for bipolar 
recording are unconventional and in some cases fallacious. 
Activation appears useful but requires careful 

management. W. Grey Walter 


320. Studies in Epilepsy. Experimental Induction of 
Grand Mal Seizure During the Hypnoidal State Induced 
by Sodium Amytal 

W. BAKER and S. Wor. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 214, 600-604, 
Dec., 1947. 2 figs., 13 refs. 


This paper is an account of an observation made upon 
an epileptic patient, aged 25, with a psychopathic 
personality. A state of intense rage was produced 
during abreaction under light “* sodium amytal ”’ narcosis, 
and this was followed by an attack of grand mal. Electro- 
encephalographic records were made throughout the 


NEUROLOGY 


experiment. The patient had developed psychomotor 
seizures at the age of 16 and major convulsions had oe. 
curred since the age of 24. There was a long history 
of emotional conflict in the patient’s home, and he was 
liable to attacks of emotional instability characterized 
by depression or rage. The authors. suggest that 
epileptic phenomena occurred whenever the patient was 
unable to feel or to express aroused anger, and that major 
convulsions took place when rage began to break through 
inhibitory restraints. They suggest that the violence of 
the reaction during the observed fit was due to the 
inactivation of cortical inhibitory influences by the 
sodium amytal, with subsequent mobilization and 
liberation of repressed emotion. They conclude from 
the sequence of events observed that the fit constituted 
a resolution of the conflict between uncontrollable rage 
and the restrictions of conscience and society. [it 
would be less ingenuous to assume that the patient’s fits, 
attacks of rage, and emotional lability were all due to 
cortical dysrhythmia, and to invoke a physical rather 
than a psychoanalytical explanation of the patient's 
behaviour. ]} J. MacD. Holmes 


321. Méesantoin in the Treatment of Epilepsy: Pre- 
liminary Report 


J. L. FetTreRMAN, M. D. FRIEDMAN, A. A. WEIL, and. 


V. M. Victororr. Ohio State Medical Journal [Ohio St. 
med. J.) 43, 1251-1254, Dec., 1947. 7 refs. 


Fifty epileptic patients were treated with ‘“* mesantoin” 
(3-methyl-5,5-phenylethylhydantoin) in private practice 
for 1 year. This anticonvulsant drug was found to be 
mainly valuable in the control and reduction (sometimes 
abbreviation) of grand-mal attacks. . Patients suffering 
from Jacksonian epilepsy were considerably relieved, 
whilst those having petit mal showed little or no improve- 
ment. The drug is relatively non-toxic. Skin rashes 
appeared in 4 to 10% of patients, unsteadiness of gait 
rarely. The lethargy-producing effect of higher doses 
was counteracted by giving dexedrine”. Treatment 
was started cautiously with 1 to 2 tablets of gr. 14 
(0-1 g.) daily during the first week. This dose was then 
slowly increased; in adults a daily dose of 4 to 6 tablets 
was usually found necessary. 

Mesantoin seems of greatest usefulness as a supplement 
to “ dilantin ’’ sodium (sodium diphenylhydantoinate). 
For example, patients receiving gr. 14 (0-1 g.) of dilantin 
sodium three times a day and still having seizures might 
complain of tremors, insomnia, swelling of gums, and 
loss of weight if a larger dose were to be given. Their 
attacks may be successfully controlled by an additional 
2 to 6 tablets of mesantoin. In this combination the 
anticonvulsant properties of the two drugs are summated, 
while their toxic effects seem to neutralize each other. 

The authors consider the efficacy of mesantoin as an 
anticonvulsant superior to that of phenobarbitone, which 
it resembles in its sedative action. Its anticonvulsant 
properties are less than those of dilantin, but its toxic 
effects are milder and larger doses can safely be 
administered. H. Herlinger 


See also Section Pharmacology, Abstract 69. 
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322. Studies of Skin Changes in Patients with Nervous 
Disease. I. Schizophrenia. (Studio sulle alterazioni 
cutanee in malati del sistema nervoso. I. Demenza 
precoce) 

Vv. Musumeci. Acta Neurologica {Acta neurol., Napoli] 
2, 865-882, Nov.—Dec., 1947. 6 figs. 


Examining excised pieces of skin from 23 patients 
suffering from schizophrenia, the author found severe 
changes of the elastic fibres, which showed different 
stages Of degeneration. Clinically nothing abnormal 
had been found on examination of the skin of these 
patients. F. K. Kessel 


323. Prostigmin Treatment of Cerebral Palsy in the 
Mental Defective 

R. J. HALL and H. BENDA. American Journal of Mental 
Deficiency [Amer. J. ment. Defic.| 51, 378-383, Jan., 
1947. 7 refs. 


The results of treatment with “‘ prostigmin”’ are de- 
scribed in 23 cases of cerebral palsy in mental defectives. 
Accounts in the literature of the employment of pro- 
stigmin in the treatment of neuromuscular disabilities 
show varying degrees of benefit. It is stressed that active 
physiotherapy and exercises should be continued with 
the drug. The patients treated were males aged 
between 5 and 43 years, mean age 18-6, and were 
carefully chosen to include all degrees of spasticity. 
In the group were 10 morons, 8 imbeciles, and 5 idiots. 
Some of the patients could articulate fairly distinctly; 
others could not speak at all. The average duration of 
stay in hospital was 8 years. Patients with higher 
grades of intelligence were co-operative, appreciative, 
and hopeful during the treatment. 

An initial dose of 1 ml. of 1 in 400 solution of prostig- 
min methylsulphate together with atropine sulphate, 
gr. z25 (0-3 mg.) was given intramuscularly, followed an 
hour later by 30 mg. of prostigmin bromide by mouth. 
In all cases the dose was increased almost to the limit of 
tolerance, the maximum being 90 mg. of the bromide 
salt by mouth and 6 ml. of 1 in 2,000 solution of prostig- 
min methylsulphate daily, the atropine being increased 
to gr. 3a (0-42 mg.) daily. Treatment was given on 
6 days a week for 56 days of treatment. The atropine 
was given to prevent the unpleasant side-effects of 
prostigmin, and in only 1 case in which the atropine 
was intentionally omitted were any toxic effects observed. 
Massage, active exercises, and efforts at muscle re- 
education were carried out during the whole course of 
prostigmin treatment, and the patients were encouraged 
to help themselves. The results were disappointing, no 
appreciable improvement occurred in any of the cases. 
Better results may be obtained by long-continued 
treatment, individualized and specialized physiotherapy, 
and education in selected cases. Myra Mackenzie 


324. An Uncommon Complication during Electro- 2 


convulsive Therapy. (Rzadka postaé powiklan podczas 
leczenia wstrzasami elektrycznymi] 

H. Kisterska. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.) 2, 1253-1254, Oct. 27-Nov. 3, 1947. 6 refs. 


' Bilateral fracture of the neck of the femur is an 
uncommon complication of electro-convulsive therapy 
(E.C.T.) and few cases have been described. This is a 
report of a case in a man of 58; the fractures had not 
been noticed at the time of the treatment, and it was not 
until radiographs were taken several months later that the 
diagnosis was made. A generalized atrophy of skin and 
atrophic changes in other bones indicated that this case 
was particularly liable to bone fractures. In the author’s 
opinion radiographs of the spine and long bones should 
be taken as a routine measure in all elderly patients before 
E.C.T. is applied. Atrophic changes in the bones are a 
contraindication to this form of treatment. [This 
complication is most unusual and can generally be 
avoided with proper care.] J. T. Leyberg 


325. The Effects of Intravenous Insulin in Sakel’s/~ 


Hypoglycaemic Treatment 
A. M. Spencer. Journal of Mental Science [J. ment. 


. Sci.] 93, 483-521, July, 1947. 5 figs., 43 refs. 


Since complications of intravenous insulin, such as 
prolonged coma, had not been reported this study was 
undertaken. Twelve patients, 8 male and 4 female, were 
given insulin intramuscularly and intravenously, and the 
dose required to produce coma by each method was 
determined. Unconsciousness, Babinski’s plantar re- 
sponse, and absent corneal reflexes were taken as the 


criteria of coma. All the patients required more insulin 
intravenously than intramuscularly to produce deep 
coma. From experiment the author concludes that the 
more rapid and profound fall in the blood sugar caused 
by intravenous insulin is due to utilization of a portion 
of the insulin to producing the fall; this portion is not 
available to keep the blood sugar at a sufficiently low 
level to maintain coma for the required therapeutic 
period. If only the production of unconsciousness is 
desired, intravenous insulin is of value since a smaller 
dose is required and the more rapid return of the blood 
sugar to normal diminishes the risk of complications; 
where coma in accord with the author’s standard is 
desired, intravenous insulin has no advantage. Further 
disadvantages of the intravenous method are greater 
frequency of spontaneous major epileptiform con- 
vulsions and of anaphylactic shock. An advantage is 
that the time occupied by the intravenous technique is 
shorter by about half an hour each day than the time by 
the other method. The author concludes that on the 
whole intravenous administration of insulin offers 
insufficient advantages over intramuscular injection to 
make it the method of choice. E. W. Anderson 
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Infectious Diseases 


VIRUS INFECTIONS 


326. Serological Diagnosis of Epidemic Influenza by 
the Complement-fixation Reaction 

L. Hoyie and R. W. FarrsrorHer. British Medical 
Journal (Brit. med. J.] 2, 991-994, Dec. 20, 1947. 19 
refs. 


In the Hirst test for influenza (red-cell agglutination 
inhibition) excessive specificity may lead to a failure of 
serum inhibition of cell agglutination by virus of a 
heterologous strain. The specificity is due to antigenic 
variation in individual strains of both virus A and 
virus B. The effective antibody in the reaction is anti- 
particulate. 

The complement-fixation test previously described by 
the authors “ gives consistent results with all strains of 
virus A”’ and, though distinguishing sharply between 
the species, with all strains of virus B. The effective 
antigen in this redaction is a soluble substance easily 
separated from the infective virus particles, which is 
apparently identical for all strains within a species 
though unrelated to the similar substance derived 
from the heterologous species. The authors therefore 
suggest that the possession of the appropriate soluble 
antigen should be regarded as “ the essential species 
characteristic”. On this basis the swine virus is a 
strain of virus A. If the test is performed with virus 
particles, strain-specific results, as in the Hirst test, occur. 
For the authors’ test antigens are prepared from infected 
mouse lungs or infected chorio-allantoic membrane, since 
antigens from allantoic fluid contain only small amounts 
of soluble antigen. By this method the following results 
were obtained: 


Positive 

lin2 at 1 in 16 
or Higher | or Higher 
Dilution Dilution 


% % 


Positive 


Nature of 


46 1 


Convalescent 
sera from 6 
(GA and 1B). | 138 96 64 


Children under 6 months show a similar antibody 
distribution to adults; after 6 months antibody is unusual 
in young children. A rapid fall in titre also occurs 
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during the 6 months after infection, the titres after 1 year 
being within normal range. A comparison of the Hirst 
(Salk modification) and complement-fixation _ tests 
showed that the latter was superior in the number of 
diagnostic results (fourfold increase of titre), and showed 
in general a greater increase of titre as a result of infection, 
On the other hand it is not suitable for assessing antibody 
response to vaccination, for which purpose the Hirst 
test showed a —_ proportion of significant increases 
of titre. G. T. L. Archer 


See also Section Microbiology, Abstract 150. 


327. Lumbar Puncture in the Treatment of Dengue, 
(La ponction lombaire: thérapeutique de blocage de la 
dengue) 

P. te Gac. Bulletin de la Société de Pathologie Exotique 
[Bull. Soc. Path. exot.] 40, 336-339, 1947. 1 fig. 


The author asserts that the virus of dengue is neuro- 
tropic and that a polyradiculitis is commonly present, 
In 1939 he published observations on the beneficial 
result of lumbar puncture carried out at any time during 
the course of the disease. He claims that after lumbar 
puncture the temperature falls quickly and the second 
rise is avoided. The rash becomes pale and the joint 
and muscle pains, headache, and backache disappear, 
as do the polyneuritic and root pains. He states that 
with Claude’s manometer he has found the cerebro- 
spinal fluid pressure raised and that at least 10 ml. 
should be removed. The pressures he records in 10 
cases, however, do not seem high by generally accepted 
standards, averaging 60 mm. He claims that lumbar 
puncture is indicated in all cases both for relief of 
symptoms and because it shortens convalescence. 

Clement Chesterman 


328. Investigations on Measles. Attempts at Trans- 
mission to the Dog. (Recherches sur la rougeole. Essais 
de transmission au chien) 

M. BarDACH, J. Cros-Decam, and P. Goretr. Comptes 
Rendus Hebdomadaires des Séances de l’ Académie des 
Sciences [C.R. Acad. Sci., Paris] 225, 1036-1038, Nov. 
24, 1947. 


The authors claim that measles can be transmitted to ~ 


the dog by the subcutaneous injection of blood from 
patients either before or immediately after the appearance 


of the skin'rash. The incubation period is from 8 to 10 


days, and the symptoms take 2 to 3 days to reach their 
maximum intensity. They last about a fortnight. The 
infection can be transmitted serially in dogs. The 
symptoms are reddening of the conjunctiva and inereased 
lacrimation, and after a few days crusts form at the 
corners of the eyes. The nostrils are moist and there is 
much serous secretion. The mucosa over the palate and 
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POLIOMYELITIS - 95 


in the tonsillar area is very red and the buccal mucosal 
ds are swollen. Cough is frequent and broncho- 
umonia, stomatitis, and conjunctivitis may be seen, 
but there is no skin rash. Dogs become immune to 
further injections of virulent measles blood. The virus is 
neutralized by immune dog serum and by human measles 
jmmune serum. G. M. Findlay 


499. Colorado Tick Fever. I. Studies on Mouse 

Brain Adapted Virus. II. Studies on Chick Embryo 
Virus 

H. Koprowski and H. R. Cox. Journal of Immunology 

(J. Immunol.) 57, 239-253 and 255-262, Nov., 1947. 

37 refs. 


Colorado-tick fever is clinically similar to dengue but. 


js serologically distinct. It is also distinct as shown by 

mouse-protection tests from other tick-borne virus 
agents such as Russian spring-summer encephalitis, 
louping ill, and tick-borne fever of sheep. Sheep are 
not susceptible to Colorado-tick fever virus. Colorado- 
tick fever virus can be adapted to mouse brain: mice 
8 days old are as susceptible to intraperitoneal injection 
as are 28-day-old mice to intracerebral inoculation. 
Hamsters succumb to infection: in rats and opossums 
the virus circulates in the blood. The virus is approxi- 
mately 35 to 50 my in size. The mouse-adapted virus 
was cultivated in chick embryos: the chick-adapted virus 
retained its virulence for mice on intracerebral injection 
but could not invade the central nervous system if 
injected parenterally. Whereas inoculation of the 
thirty-seventh egg passage into human volunteers pro- 


- duced no symptoms inoculation with seventy-eighth egg 


passage caused a more violent reaction closely resembling 
Colorado-tick fever. ; G. M. Findlay 


330. Researches on Rabbit Plague. (Recherches sur le 
virus de la peste des lapins) 

T. L. WANG. Annales de L’ Institut Pasteur [Ann. Inst. 
Pasteur] 73, 1207-1209, Dec., 1947. 3 refs. 


In 1941 Jansen (Zo. Bakt., 148, 65) described a spon- 
taneous epizootic in hutch rabbits which caused a high 
mortality. The disease is extremely contagious and 
produces intranuclear inclusions in the skin, spleen, and 
liver. A similar disease occurs in guinea-pigs with 
inclusions in the liver. Mice inoculated intracerebrally 
die in 3 to 5 days: those inoculated subcutaneously 
show no symptoms but resist subsequent intracerebral 
inoculation. G. M. Findlay 


POLIOMYELITIS 


331. Recovery of Virus from Throats of Poliomyelitis . 


Patients 

H. E. PEARSON and G. C. BROWN. Proceedings of the 

Society for Experimental Biology and Medicine [Proc. 

+. exp. Biol., N.Y.] 66, 503-505, Dec., 1947. 1 fig., 
refs. 


This report describes attempts to recover virus from 
pharyngeal washings of a group of poliomyelitis patients. 
Material consisted of saline instilled into the nostrils 


and collected from the mouth, garglings, and throat | 
swabs. It was prepared for inoculation in monkeys by 
centrifugation and addition of ether and phenol. Virus 
was detected in the pharyngeal washings of 2 out of 
16 patients suffering from paralytic poliomyelitis in one 
outbreak; both specimens were collected on the eleventh 
day after onset. Of specimens collected in another 
outbreak within 3 days of onset, 7 were positive out of 
16; throat swabs and saline washings were equally effec- 
tive as collecting vehicles. A. J. Rhodes 


332. Recovery of Poliomyelitis Virus from the Throat 
during the Incubation Period 

F. B. Gorpon, F. M. ScHABEL, A. E. Casey, W. I. 
FIsHBEIN, H. N. BUNDSEN, and M. ABENDROTH. Journal 
of the American Medical Association |J. Amer. med. Ass.] 
135, 884-888, Dec. 6, 1947. 1 fig., 33 refs. 


A number of previous studies have demonstrated the 
presence of poliomyelitis virus in the pharynx of patients 
for a few days after onset. Other studies on the trans- 
mission of the disease by close personal contact have 
shown that the patient is most infective for a few days 
before and after onset, in fact for the period during which 
virus is present in the pharynx. The importance of 
further studies on the incidence of virus in the pharynx 
is therefore obvious. During an epidemiological survey 
in Chicago the authors had available for testing some 
throat and mouth swabbings from children who were 
known to have been exposed to infection and who, after 
the swabbing, developed the disease. Virus was re- 
covered by monkey inoculation at or before the time of 
onset of illness from swabs of 3 out of 5 children. In 
2 of these children the material was pooled, including a 
specimen taken on the day of onset and some taken on 
earlier days. In the third child the swabbings were taken 
4 to 6 days before onset, affording more definite proof of 
the presence of virus in the nasopharynx in the incubation 
period. * A. J. Rhodes 


333. Complement-fixation in Experimental and Human 
Poliomyelitis 

H. S. Lorinc, S. RAFFeL; and J. C. ANDERSON. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 66, 385-392, 
Nov., 1947. 11 refs. 


Previously, no very definite results have been recorded 
with the complement-fixation reaction in poliomyelitis. 
The authors now report that they have demonstrated 
complement-fixation between concentrated preparations 
of the Lansing strain of virus prepared from cotton rats 
and the antisera of cotton rats immunized with formolized 
suspensions of this virus. The antigen contained active 
virus. Cotton-rat antisera also fixed complement with 
an antigen prepared by similar means from non-infected 
cotton-rat tissue. The titres with the active virus anti- 
gens were, however, significantly higher. Normal 


~ cotton-rat sera tended to fix complement in the presence 


of active virus, but this effect could be eliminated by 
heating sera at 60°C. for 20 minutes, following the 
customary inactivation period of 20 minutes at 56°C. 
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Most immune sera, when heated for the additional 
period, now failed to fix complement with normal cotton- 
rat tissue, although still fixing it with active virus. 
Complement was fixed with active virus antigen alone 
by the serum of a monkey convalescent from infection 
with the Lansing strain. Normal monkey sera did not 
fix complement. Six of 14 human convalescent sera 
fixed complement with active virus antigen and not with 
normal cotton-rat tissue. There was no correlation 
between the result of the test and the time between onset 
of the disease and the testing of blood. A few tests 


suggested that the level of virus-neutralizing antibody was" 


parallel to that of the complement-fixing antibody. 
~ A, J. Rhodes 


334. Further Observations on the Cultivation of Strains 
of Poliomyelitis Virus in Developed Eggs 

J. B. ENriGut and E. W. Scuuttz. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 66, 541-544, Dec., 1947. 12 refs. 


The murine SK strain of poliomyelitis virus has now 
been carried through 30 passages in fertile eggs. Inocu- 
lations were usually made by the chorio-allantoic route 
in 9-day eggs. The MM strain was likewise propagated. 
A probable variant of the Lansing strain has been carried 
through 15 egg passages, and the GD VII strain of 
Theiler’s virus through 10 passages. The following 
strains failed to grow: cavian SK; the original monkey 
passage of SK; a strain of the Lansing virus propagated 
in cotton rats; MV; and a human strain isolated from 
stools in 1941. A. J. Rhodes 


335. Treatment of Acute Anterior Poliomyelitis with 
Curare and Intensive Physical Therapy 

N. S. RANsouHorr. Bulletin of the New York Academy 
of Medicine (Bull. N.Y. Acad. Med.] 23, 661-669, Nov., 
1947. 3 refs. 


In acute anterior poliomyelitis, continued spasticity or 
spasm produces muscle-shortening. Shortened muscles 
are weak muscles and produce deformities. Normal 
muscle action is governed by Sherrington’s law of reci- 
procal innervation, and the return of muscle-power 
depends upon normal circulation. It is maintained that 
the restoration of normal conditions is best secured by 
curare, muscle-stretching, and employment of active 
exercises from the onset of the disease. Immediately 
diagnosis is confirmed curare (“* intocostrin *’) is injected 
intramuscularly. For the first 24 hours the dose is 
0-9 unit per kilo body weight 8-hourly. It is then in- 
creased to 1-5 units per kilo 8-hourly and continued until 
all evidence of muscle spasm has disappeared. Repeated 
dosage of curare is essential; a single dose is of no 
value. No ill effects have followed 10,000 intramuscular 
injections of the drug. Physical therapy is started 45 
minutes after the first dose of curare, each joint being put 
through the widest possible range of movement. Muscles 
are gradually stretched until resistance is encountered, 
great care being taken to avoid the production of residual 
pain. These procedures are repeated thrice after each 
dose of curare. Active exercises are encouraged and rest 


INFECTIOUS DISEASES 


in bed is discouraged except for febrile patients. Physio. 
therapy, with pyschotherapy and occupational therapy 
to maintain morale, is continued for at least a year. 4 
follow-up of 72 patients thus treated from the onset of the 
disease in 1944-6 until the spring of 1947 showed tha 
there were no deformities and that no braces or crutches 
were being used. E. H. R. Harries 
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336. Typhus in Northern Nigeria. I. Epidemiologica) 
Studies 

T. H. L. Montcomery and F. H. BUDDEN. Transactions 
of the Royal Society of Tropical Medicine and Hygiene 
[Trans. R. Soc. trop. Med. Hyg.| 41, 327-337, Dec, 
1947. 4 figs., 3 refs. ; 


An outbreak of epidemic louse-borne typhus occurred 
on the Bauchi Plateau. Most cases were found in Jos, 
a town of 20,000 inhabitants, in which 126 victims were 
discovered between June 4 and Sept. 15, 1945—32 (25%) 
died. The actual number of cases must have been much 
greater. During this 16-week period, total deaths from 
all causes numbered 498, with a weekly average of 31-1, 
while during the next.15 weeks, when no typhus was 
discovered, total deaths were 164, with a weekly average 
of 10-9. It is probable that the great increase in deaths 
during the first period was due to typhus. Compounds 
in which deaths occurred were searched, and suspected 
cases were deloused and isolated—most of the popula- 
tion seems to have been infested with Pediculus humanus 
corporis—and all compounds were disinfested in which a 
suspected case, or a death from an uncertified cause, was 
discovered. Delousing was carried out by spraying with 
DDT powder. When the powder became available in 
sufficient quantities, almost the entire population was 
dusted by sanitary teams. The effects of this were dis- 
appointing, reinfestation being common, probably 
because of changing into infested clothing, contact with 
infested persons, or hatching of nits. The entire popula- 
tion was dusted again, and spare clothing, beds, and bed- 
ding were also treated, dusted clothing being placed in 
closed dustbins. The subsequent results were entirely 
satisfactory, and no cases of typhus were discovered more 
than 14 days after the second DDT treatment. 

J. L. Markson 


337. Typhus in 
Investigations 

G. M. Finpiay and G. T. Exmes. Transactions of the 
Royal Society of Tropical Medicine and Hygiene {Trans. 
R. Soc. trop. Med. Hyg.) 41, 339-352, Dec., 1947. 
10 refs. 


While murine typhus is widely distributed in West 
Africa, epidemic louse-borne typhus has not hitherto 
been reported. The evidence brought forward by the 
authors suggests with reasonable certainty that the 1945 
Bauchi epidemic was one of louse-borne typhus. 

Rickettsiae were recovered from 2 out of 4 batches of 
lice collected from infected compounds and inoculated 
intraperitoneally into guinea-pigs after having been 
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washed and ground up in saline. Rickettsiae were also 
recovered from the blood of 9 out of 10 African patients 
and from 1 European patient. In these investigations, 
blood was allowed to clot in the refrigerator, the serum 
pipetted off, and the clot ground up in saline. Two ml. 
of broken-up clot was inoculated intraperitoneally into 
3 guinea-pigs. Inoculated guinea-pigs developed typical 
thermal reactions. Deaths commonly occurred. All 
strains in the early passages produced in male guinea- 
pigs relatively mild orchitic reactions. Rickettsiae were 
recovered from blood, peritoneal and pleural exudates, 
urine, tunica vaginalis, brain, spleen, and liver, and were 
demonstrated by suitable staining. All strains gave 
cross-immunity with one another and also with a murine 
strain from the Gold Coast. The rat flea Xenopsylla 
cheopis was successfully infected under experimental 
conditions, but this procedure was unsuccessful with the 
dog tick Rhipicephalus sanguineus. The infection was 
transmitted to dogs, rabbits, white mice, indigenous 
rodents, and the golden hamster. . 
When the Weil—Felix reaction was carried out on 92 
patients, 82 sera gave a high titre with OX 19 and 10 
with OX 2. Practically all the sera tested gave a higher 
titre in rickettsial agglutination tests for epidemic than 
for murine rickettsiae. Similar results were obtained 
with the sera of experimentally infected rabbits and 
guinea-pigs. Complement-fixation tests were positive 
with both epidemic and murine antigens, but higher 
titres were obtained with the former. The authors 
consider that the rickettsiae isolated were of the epidemic 
type. They stress the need for further investigation. 
[While there is no doubt that the rickettsiae were 
predominantly of the epidemic type, these results are of 
great interest in that they indicate the possession by the 
rickettsiae involved of an antigenicity common to both 
the epidemic and murine types. Had conditions per- 
mitted, it would have been interesting to have prepared 
rickettsial suspensions from rickettsiae isolated from this 
epidemic, and to have determined their agglutinability 
to sera containing typical epidemic and murine 
agglutinins. ] J. L. Markson 


338. Typhus in Northern Nigeria. III. Clinical Studies 
T. H. L. MONTGOMERY and F. H. BUDDEN. Transactions 
of the Royal Society of Tropical Medicine and Hygiene 
[Trans. R. Soc. trop. Med. Hyg.) 41, 353-362, Dec., 
1947, 3 figs., 1 ref. 


This clinical analysis of the epidemic on the Bauchi 
Plateau is based on the findings in 53 Africans in whom 
the diagnosis of typhus was confirmed by Weil-Felix 
agglutinations at titres above 1 in 100. Epidemiological 
and laboratory studies are summarized in Abstracts 336 
and 337. The history was usually one of sudden onset 
with frontal headache, retro-orbital pain, fever, and 
pains in the limbs and back. The temperature lay 
between 102° and 105° F. (38-9° and 40-6°C.) until 
lysis began on about the ninth day, a normal temperature 
being reached between the eighth and the fourteenth 
day. No rash was observed. Nervous manifestations 
were the most prominent, early mental retardation being 
followed frequently by involuntary movements, inco- 

M—H 


INFECTIONS 97 
ordination of limbs and speech, and diminished reflexes 
which became brisk soon after the temperature returned 
to normal. Involvement of cranial nerves in the form 
of transitory deafness and unilateral facial palsy was not 
uncommon. The 9 patients who became comatose died. 
Gastro-intestinal symptoms and venous thromboses were 
absent. Fourteen specimens of cerebrospinal fluid were 
examined, and showed lymphocytosis and increased 
protein. Details of post-mortem examination of 1 case 
are given, the essential findings being: haemorrhagic 
bronchopneumonia, cloudy swelling of the myocardium 
with arteriolitis and perivascular infiltration, and engorge- 
ment of small vessels of the brain. Encephalitis was 
found histologically in one other brain examined. 
Rickettsiae were not seen. The mortality rate was 25%. 
Six cases treated with p-aminobenzoic acid recovered, 
but the series was too small for the results to be signifi- 
cant. J. L. Markson 


339. A Rickettsial Disease in East Africa Transmitted 
by Ticks (Rhipicephalus simus and Haemaphysalis 
leachi) 

G. W. A. Dick and E. A. Lewis. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
R. Soc. trop. Med. Hyg.) 41, 295-326, Dec., 1947. 
22 figs., 26 refs. 


Between May, 1944, and December, 1945, a typhus- 
like disease broke out in a prisoner-of-war camp in the 
Port Reitz area on the mainland opposite Mombasa 
Island, later spreading to adjacent R.A.F. camps. At 
least 240 men (white) were affected. Clinically, in the 
majority of cases a primary ulcer developed into an 
eschar with local lymphadenitis, a macular rash, and 
pyrexia lasting up to 9 days. There were no fatalities. 
A marked increase in the incidence of cases occurred 
during the rainy seasons. Preventive measures included 
the disinfestation of personnel and their kits, the dis- 
infestation of huts and offices, the extermination of rats, 
the de-ticking and destruction of dogs, and the burning 
of grass and bush within the camp areas. The wearing 
of slacks, boots, and long stockings was enforced. 
There was a marked fall in the number of cases in the 
P.O.W. camp, but the incidence increased in the R.A.F. 
camps where the application of these preventive measures 
was not so thorough. Large numbers of ticks (adults 
and nymphs) were collected off the tips of long grass 
overhanging pathways used by the troops. In 2 out of © 
14 experiments with Rhipicephalus simus, and in 2 out 
of 9 experiments with Haemaphysalis leachi, the inocula- 
tion of macerated adult ticks into guinea-pigs resulted 
in pyrexia and scrotal swelling with inflammatory changes 
in skin, tunica vaginalis, and testes. All other experi- 
ments with different species and stages of ticks were 
negative. Positive results were obtained almost in- 
variably by inoculating guinea-pigs intraperitoneally 
with 6 to 10 ml. of fresh whole blood from patients at 
the height of pyrexia. In smears made from the tunica 
vaginalis of infected guinea-pigs, rickettsiae were found, 
chiefly in large monocytes. These differed morpho- 
logically from those found in blood-borne typhus. 
Histologically, the most marked lesion was endothelial _ 
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proliferation of the blood vessels of the testes, with 
hyaline degeneration. The primary eschar in patients 
resembled a normal tick bite, with the addition of 
central necrosis. Weil—Felix agglutination tests were 
carried out with concentrated suspensions of Proteus 
OX K, OX 2, and OX 19. High standard titres were 
obtained with OX K, but the agglutination may have 
been non-specific. Agglutination tests with murine and 
epidemic rickettsial suspensions were negative, as were 
complement-fixation tests. The authors believe that the 
disease described is identical with that occurring sporadic- 
ally throughout East Africa and regarded as “ tick 
typhus ’’, and they suggest that it belongs to the Rocky 
Mountain spotted fever group. Variation in the 
virulence of the rickettsiae may depend on the responsible 
tick vector. J. L. Markson 


340. A Case of Fiévre Boutonneuse in Cyprus 

G. PARTELIDES. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.) 41, 363-364, Dec., 1947. 


A case is described of typhus-like fever occurring in 
Nicosia, Cyprus. The Weil—Felix reaction was positive, 
Proteus OX 19 being agglutinated in rising titre to a 
maximum of | in 1,250. The involvement of the soles, 
palms, and face by the rash, which was partly papular, 
the absence of mental disturbances, and the presence of 
a primary ulcer suggested a diagnosis of fi¢vre bouton- 
neuse, the insect vector of which—Rhipicephalus san- 
guineus—is found on most dogs in Cyprus. 

J. L. Markson 


341. Efficacy of Cox-type Vaccine in the Prevention of 
Naturally Acquired Louse-borne Typhus Fever 

A. G. GILLIAM. American Journal of Hygiene [Amer. 
J. Hyg.] 44, 401-410, Nov. 1946. 9 refs. 


A test of the prophylactic efficacy of the Cox-type 
typhus vaccine was made by the U.S. Typhus Commission 
upon the 879 employees of the Cairo Fever Hospital at 
Abassia during the period February to July, 1943. That 
this staff was highly exposed to naturally occurring louse- 
borne typhus fever is shown by the fact that in 5-5% of 
them typhus fever was diagnosed during the period of the 
test. For various reasons the complete course of three 
doses at 7-day intervals was not administered to all the 
879 exposed persons; 136 received no vaccine, 111 one 
dose, 138 two doses, and 494 all three doses. From in- 
formation obtained, however, it was believed that a sub- 
stantial proportion of the unvaccinated did not request 
vaccine because they had suffered from typhus in the past. 
This clearly raised the stringency of the test. 

For the purposes of the present report it was required 
that a period of 4 weeks should have elapsed after vac- 
cination before an individual could be considered to have 
received an “ effective”’ dose of vaccine. The subse- 
quent analysis of the data was made by the author’s 
modification of Frost’s life-table technique. When this 
was done, it was found that for the period April to June, 
by which time there were substantial populations in each 
category, the attack rates per 10,000 person-weeks were 
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as follows: no vaccine, 45; one dose, 27:8; two 
53-3; and three doses, 16-5. There is no statisti 
significant difference in any combination of these rates 
except in the difference between the rate (16-5) in the 
three-dose group and that (45) in the unvaccinated 
group; even this difference is of borderline significance 
(P=0-03). G. Payling Wright 
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342. Erythema Nodosum in Leprosy 
R. R. Wotcott. International Journal of Leprosy (Int, 
J. Leprosy] 15, 380-388, Oct.—Dec., 1947. 4 figs., 1 ref, 


The author considers that the literature on the subject 
often confuses erythema nodosum with the acute lepra 
reaction by referring to both as “acute reactions”, 
whereas in his experience a sharp distinction should be 
drawn between the two conditions, which are never 
concurrent and are easily distinguishable clinically. 

Erythema nodosum as observed by the author in 
leprous patients is an acute, subacute, or chronic skin 
eruption, with or without fever, and characterized by 
crops of reddened tender nodules found most often on the 
extensor surfaces of the limbs and face. The tempera- 
ture may rise to 103° to 104° F. (39-4° to 40° C.); the 
rash subsides slowly and the temperature falls by lysis, 
The lesions, usually remain discrete and bacilli are rarely 
present. The histological findings are essentially due to 
vascular changes in the smaller subcutaneous vessels and 
their branches in the corium, while there appears to be no 
change in leprous infiltrations caught up in the lesions, 
A review of 396 case records gave a history of erythema 
nodosum in 63%. Further analysis of the 248 cases in 
which the condition had occurred showed that in 93% 
the onset had been observed after the commencement of 
treatment for leprosy, the general opinion of the staff 
being that the rash had become much more common 
after institution of sulphéne therapy. In_ treatment, 
fouadin (stibophen) has been used since August, 
1946. This is given intramuscularly, the optimum 
dosage being 3 ml. on the first day and 5 ml. on the second, 
third, fourth, and fifth days. The results were good, the 
improvement usually being commensurate with the 
severity of the attack. Of 123 attacks with fever 78%, 
were relieved (disappearance of rash in 5 days), 15% 
improved, and 7% unchanged, and of 86 attacks without 
fever 57° were relieved, 26% improved, and 17% 
unchanged. The suggestion is made that erythema 
nodosum indicates an increasing resistance to leprosy. 
These observations were carried out at the National 
Leprosarium, Carville, Louisiana. C. F. Shelton 


343. Excretion of Nicotinic Acid in Typhoid 

K. BRAUN and N. Grossowicz. Archives of Internal 
Medicine [Arch. intern. Med.] 80, 637-643, Nov., 1947. 
3 figs., 15 refs. 


Excretion of nicotinic acid in the urine was studied in 
17 cases of typhoid. In 16 of these there was a gradual 
and progressive drop from an average maximum value 
of 2:55 mg. per liter at the onset to 0-59 mg. per liter 
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during convalescence. In only 5 of these cases did 
glossitis develop during convalescence, while in the other 
11 there were no specific clinical signs of deficiency of 
nicotinic acid. 

Intensive dietary treatment, with the addition of 
vitamins to the diet, is suggested as a preventative against 
vitamin deficiency. The question of a specific relation- 
ship between the typhoid and diminished excretion of 
nicotinic acid is discussed.—[Authors’ summary.] 


344. Epidemic of Salmonellosis Among Infants due to 
Salmonella enteritidis. (Epidemia duru rzekomego 
wérod niemowlat wywolana paleczka Gaertnera) 

A. KANSKI, I. Moszkowska, and Z. SkursKa. Polski 
Tygodnik Lekarski [Polsk. Tyg. lek.] 2, 1354-1359, Nov. 
24, 1947. 5 refs. 


The authors give a detailed report of an epidemic 
caused by Salmonella enteritidis (Gartner), observed 
among infants during the winter of 1947 in Breslau. The 
40 cases which occurred could be divided into: (1) cases of 
gastro-entero-colitis; (2) cases of septicaemia. In the 
first group the organism was isolated from the stools 
from the ninth to the seventieth day of the illness. The 
agglutination tests were positive on the twenty-first day 
in most cases, but in one case the test was positive as 
early as the fourth day. The gastro-entero-colitis lasted 
about 4 months and gradual recovery followed. More 
severe symptoms were met with in the septicaemic group. 
Ininfants between 6 weeks and 6 months severe symptoms 
of general toxaemia occurred without any gastro-intestinal 
signs. Meningitis and cerebral abscesses were often 
encountered. In the majority of cases the organism was 
identified in the cerebrospinal fluid. In isolating the 
bacillus bone-marrow cultures were found to be more 
reliable than those from blood. In this group of cases 
no treatment was of any avail and all the infants died. 
Both sulphonamides and penicillin were found to be 
useless. J. T. Leyberg 


345. Toxoid Treatment of Diphtheria. (Zur Frage der 
Toxoidbehandlung der Diphtherie) 
J. CREMER. Archiv fur Kinderheilkunde [Arch. Kinder- 
heilk.| 134, 106-110, 1947. 11 refs. 


The purpose of this treatment is to reach with toxoid. 


the cells which have a special affinity for diphtheria toxin. 
These cells should then prove insusceptible to later doses 
of toxin. In toxoid treatment high intravenous doses 
should be given during the first days, followed by smaller 
amounts daily. Antitoxin is given intravenously at least 
6 hours before toxoid treatment is started. No thera- 
peutic effects may be expected from concurrent antitoxin 
and toxoid treatment. As a criterion of the value of this 
treatment repeated electrocardiographic examinations 
for myocardial damage were undertaken, and 28-7% of 
95 toxoid-treated diphtheria patients were found to have 
myocardial damage at some stage of the disease. This 
compares very favourably with Cookson’s findings of 
88% of abnormal electrocardiographs in his series. No 
fatalities occurred among the toxoid-treated patients. 
The intrathecal toxoid treatment of early and late diphthe- 
ritic paralysis was also attempted. H. Herlinger 
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346. X-ray Irradiation Treatment of Diphtheria Carriers. 
(R6ntgenbestraling als therapie bij diphtheriebacil- 
lenhouders en-dragers) 

J. A. ARENDSEN HEIN and D. T. BLoEM. Geneeskundige 
Gids (Geneesk. Gids] 25, 488-493, Dec. 4, 1947. 


The tonsillar regions of diphtheria carriers and 
convalescent carriers were irradiated with 80 r on not 
more than five occasions. Success is claimed in about 
66% to 90%. 

[The time of observation before treatment was rather 
short and bacteriological checking inadequate. No 
series of untreated controls of cases treated with penicillin 
is included.] _ R. Salm 


See also Section Hygiene and Public Health, Abstract 2, 
and Section Microbiology, Abstract 151. 


347. Penicillin Therapy in Scarlet Fever and Complicating 
Otitis 
T. Jersitp. Lancet [Lancet] 1, 671-673, May 1, 1948. 
3 figs. 


348. Sulphadiazine in the Treatment of Cholera 

C. L. Pasricua, B. M. PAu, A. C. Das Gupta, and A. 
K. Das. Indian Medical Gazette [Indian med. Gaz.} 
82, 518, Sept., 1947. 2 refs. 


The value of sulphadiazine in the treatment of cholera 
was investigated by two trials of the drug on patients 
admitted to an Indian cholera hospital. In one trial a 
treated group was compared with a group receiving no 
drug treatment, and in the other trial, another group given 
sulphadiazine was compared with a group treated with 
sulphaguanidine. Comparable groups were formed by 
selecting patients alternately as admitted. All patients 
received the usual saline supportive treatment. The dose 
of sulphadiazine was 1 g. every 4 hours during the acute 

_ stage and thrice daily for the next 2 days if the patient 
was still in hospital. The results are shown in tables 
[here slightly modified]. 


TABLE I 


Sulphadiazine No Sulphadiazine 
425 423 
390 
35 (82%) 


TABLE II 


Sulphadiazine Sulphaguanidine 


463 

443 
20 (43%) 

0:02 


The authors conclude that sulphadiazine was useless 
but sulphaguanidine was valuable. J. F. Corson 
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349. Sulphaguanidine in the Treatment of Cholera 
C. L. Pasricua, B. M. Paut, A. C. Das Gupta, and A. 
K. Das. Indian Medical Gazette [Indian med. Gaz.] 
82, 518-520, Sept., 1947. 7 refs. 


The authors treated a large series of cases of cholera in'a 
Calcutta hospital and a small series in their villages with 
sulphaguanidine; cases for treatment and the controls 
were selected alternatively. All the hospital patients 
received the usual saline supportive treatment. In many 
cases the clinical diagnosis was confirmed bacteriologi- 
cally. The dose of sulphaguanidine was 3 g. every 4 
hours during the acute stage and thrice daily for 2 days 


afterwards if the patient was still in hospital. The 
results are shown in tables [here slightly modified]. 
HospPITAL CASES 
Treated with | Not Treated 
Sulphaguanidine Sulphaguanidine 
Total 1,118 1,170 
Recovered 1,077 1,082 
Died .. 41 (3-7%) 88 (7-5%) 
X?=15; P=0-001 
VILLAGE CASES 
Treated with | Not Treated 
Sulphaguanidine Sulphaguanidine 
Total 60 59 
Recovered 49 35 
Died .. 11 (18-3%) 24 (40-7%) 
X?=7-16; P= less than 0-01 


The authors conclude that sulphaguanidine is valuable 
in the treatment of cholera. J. F. Corson 


350. Combined Streptomycin and Sulfadiazine Treat- 
ment in Brucellosis 

C. W. Essece and N. B. McCuLtouGu. Journal of the 
American Medical Association [J. Amer. med. Ass.} 135, 
1053-1055, Dec. 20, 1947. 3 figs., 2 refs. 


A case is described of a white patient whose blood 
cultures were positive for Brucella abortus on 32 occasions. 
The agglutination test gave a positive reaction in dilutions 
of 1 in 640, and there was a persistent leucopenia with 
relative lymphocytosis. Hepatic damage was indicated 
by a rising serum bilirubin and finally by frank jaundice. 
There were strongly positive thymol and cephalin 
flocculation tests, with pronounced retention of brom- 
sulphalein and a reversal of the albumin-globulin ratio 
of the serum proteins. Three courses of streptomycin 
were given, the daily dosage varying from 4 to 8 g. and 
each course lasting either 74 or 8 days. No improvement 
was noted and blood cultures remained positive. Finally 
a 28-day course of sulphadiazine was given, the daily 
dosage ranging from 4 g. to 12 g. During the last 
10 days of this course streptomycin was given in daily 
doses of 6 g. Immediately after the cessation of this 
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course the pyrexia subsided, clinical improvement set in, 
and blood cultures became sterile. During a follow-up 
period of 17 months no febrile relapses occurred. 

The case history demonstrates clearly the need fo 
combined therapy with streptomycin and sulphadiazine 
and the uselessness of either drug alone. 

Geoffrey McComas 


351. Heterologous Serum in Treatment of Brucely 
Infections. (O CbIBOpoTKy 
B Tepanuu Opyuennesa) 

N. P. Morpovski. Menuunna [Kiin, 
Med., Mosk.] 25, 43-45, 1947. 


The author observed at the Ulan-Ude Polyclinic that 
blood transfusions and autohaemotherapy, if combined 
with other forms of treatment, gave good results jp 
Brucella infections [type not stated]. The stimulus thus 
provided could also be obtained by using fresh horse 
serum with chloroform added as a preservative. Old 
horse serum, in the form of various specific antisera 
stored beyond their expiration date, was not quite as 
effective as fresh horse serum. Six to 10 injections of 
10 to 20 ml. were given subcutaneously together with 
sulphanilamide or a course of one of the antimalarial 
acridine derivatives. All 35 patients thus treated wer 
discharged as cured after 2 to 3 weeks. Twenty of these 
were treated with acridine derivatives and horse serum; 
not one of these patients had a relapse during long 
follow-up periods. The other 15 patients were given 
courses of sulphanilamide [no details] and only 3 had 
relapses of a slight nature after 14 to 2 months. 

K. S. Zinnemann 


352. Evaluation of Methods of Treatment of Brucellosis, 
6pyuennesa) 

G. M. MARUASHWILI and T. A. GABINUYA. CosercKas 
Meguuuua [Sovetsk. Med.] No. 10, 10-12, 1947. 


During the late war a great number of Brucella infec- 
tions [type not stated] were seen at the Malaria and 
Parasitological Institute of the Ministry of Health of the 
Grusinian Republic. The authors analyse 320 cases 
confirmed by laboratory and clinical investigations. No 
striking effect was obtained by treating 51 patients with 
sulphanilamide either alone or in combination with other 
therapeutic agents such as vaccine, salicylic acid, and 
hexamethylenetetramine. The same holds true for 
acridine and arsenical derivatives and for colloidal silver 
preparations. Autohaemotherapy was used in 39 cases, 
29 being treated simultaneously with vaccine injections. 
Although there was general improvement relapses could 
not be prevented. In another 14 cases treatment was 
carried out with 1 to 4 blood transfusions of 150 to 300 
ml., with consequent improvement in 8 cases. Vaccilit, 
treatment was used in 160 cases; 118 were given poly- 
valent injections while 42 had autogenous vaccine treat 
ment. Of the vaccine-treated patients 109 were admitted 
with high temperatures, 45 had subfebrile temperatures 
with arthralgia, and 6 were in the remission phase. 
More than half the patients had acquired the infection not 
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BACTERIAL INFECTIONS 


more than 3 months before admission. Vaccine therapy 
was given by the subcutaneous route in 140 cases and 
intravenously in 20 cases. The subcutaneous method is 
ysually adequate. Subcutaneous administration began 
with 100 million organisms in 0-2 ml. The dose was 
increased every second or third day [details of increases 
from dose to dose are not given] to a maximum of 2 to 
3 ml. containing 1,000 to 1,500 million organisms. If 
at any stage during the course a febrile reaction followed 
an injection the dose was not increased until repetition 
of the same dose caused no reaction. A course usually 
consisted of 15 to 20 injections and after an interval of 
2 to 4 weeks a second course [dosage not stated] was 
given. Intravenous therapy began with a dose containing 
500,000 to 1 million organisms. On the average 15 to 
18 injections were given at 2-day intervals, or in case of 
febrile reactions every third or fourth day, with a 
maximal dose of 250 million organisms. Complete 
recovery with absence of temperature and of pain was 
achieved in 80 cases (50%), general improvement with 
only subfebrile temperatures (sic) was observed in 60 
cases (34%), with relapses in the latter category in 8% of 
the cases. Nine patients (5-6%) were not improved; 
3 died of endocarditis and 1 of pneumonia [these figures 
do not quite add up to the total given earlier on in the 
paper]. The authors are of the opinion that there is no 
difference in the effect obtained from polyvalent and from 
autogenous vaccines. It is concluded that vaccine 
therapy, in combination with symptomatic measures, is at 
present the best form of treatment but leaves much to be 
desired as relapses cannot be avoided entirely. 
K. S. Zinnemann 


353. Treatment of Brucellosis by Intradermal Vaccina- 
tin. (O Opyuennesa BHYTPHKOMKHOH 
A. P. OLEINIK. [Sovetsk. Med.] 
No. 10, 12-13, 1947. 


The author treated 130 patients suffering from brucella 
infections with either intravenous, subcutaneous, or 
intradermal injections of brucella vaccine. His observa- 
tions were made at the Infectious Diseases Clinic of the 
Kuban Medical Institute. [No indication is given of the 
proportion of cases with Br. melitensis and Br. abortus 
infection nor is any information given on the type of 
vaccine used.] 

The vaccine was administered to 4 patients intra- 
venously, to 75 subcutaneously, and to 51 intradermally. 
[No dosage is given for intravenous application nor are 
any results mentioned in the 4 patients thus treated.] 
Subcutaneous administration began with 50 million 
organisms and each following dose was increased by 
50 to 100% to a maximum of 1,000 to 2,000 million 
organisms. In some cases this maximum was exceeded 
considerably, the biggest single dose being 12 million 
organisms. Usually a course of 7 to 8 injections was 
given within 20 to 30 days. Intradermal treatment 
started with 25 to 50 million organisms in 1 or 2 injections, 
and each subsequent dose was increased by this same 
amount. To overcome the difficulty of giving increasing 
doses intradermally each 25 to 50 million organisms had 
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to be given in a separate injection. For instance, the 
sixth dose usually contained 300 million organisms given 
in 12 single injections. . 

The age of the patients ranged from 5 to 66, but 75% 
of the cases were in the age groups 20 to 50. The intra- 
dermal method of vaccination proved effective in all 51 
patients, 49 of whom were discharged as fully recovered. 
They returned to their occupations. Only 2 patients 
were discharged as partially improved. [No comparable 
figures are given for any control groups.] Apparently 
this report is only preliminary. To avoid the possibility 
of relapse the patients were advised to return for several 
further courses of vaccinotherapy. It is recommended 
that other well-tried methods of treatment, such as 
administration of sulphanilamide, and physiotherapy and 
balneotherapy, should be used in addition. 

K. S. Zinnemann 


See also Section Genito-Urinary Disorders, Abstract 
297. 
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354. The Effects of Streptomycin on Tuberculosis in 
Man. Preliminary Statement 

COUNCIL ON PHARMACY AND CHEMISTRY. Journal of the 
American Medical Association [J. Amer. med. Ass.] 135, 
634-641, Nov. 8, 1947. 12 refs. 


In the large-scale investigation carried out since June, 
1946, by the American Veterans’ Administration, 
together with the U.S. Army and Navy, 543 patients have 
finished treatment or have died. 

Of these, 245 were, at the beginning of treatment, 
cases of bacillary-positive, progressive, or stationary 
pulmonary tuberculosis; the condition at that time was 
moderately far advanced, with some exudative element 
but often with fibro-caseous disease as well. The dose of 
streptomycin base was 1-8 to 2 g. daily intramuscularly 
for 120 days. The consensus on this pulmonary group 
by an independent medical jury is that little benefit is 
evident in old fibrous or caseous types of lesion, and 
closure of chronic cavities is rare; 80°{ of exudative lesions 
(including pre-caseating tuberculous bronchopneumonia), 
have regressed in 50% to a degree adjudged—on the basis 
of the clinicians’ past experience—as very unlikely to be 
due to rest in bed alone. [No untreated controls were 
provided in this series.] Sputum and cough have usually 
decreased, and bacilli have disappeared from the sputum 
in one-third of the cases; increased well-being is the rule. 
The regressive effect on exudative pulmonary lesions was 
most manifest during the first 2 to 3 months of drug 
therapy; relapses have occurred during the latter part 
of the course and were noted in one-fifth of 120 cases 
during the 7 months after cessation of treatment; 
seldom, moreover, did all exudative lesions resolve in a 
given patient. Hence a “cure’’ seldom resulted. The 
present place of streptomycin in pulmonary tuberculosis 
therapy is therefore as a valuable adjunct to the well- 
established methods. On account of the risks of chronic 
toxicity and acquired drug-resistance (see below), 
streptomycin is not at present recommended in minimal 
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or early pulmonary tuberculosis with favourable prog- 
nosis, or where conventional therapy seems likely to be 
adequate. 

Striking beneficial action was noted in frank laryngeal 
and tracheo-bronchial ulcerations. Of the 26 patients 
who had completed treatment, 13 had been observed for 
4 months subsequently; this group had been given the 
drug intramuscularly (2-4 g. daily) and as an aerosol 
(0-5 g. daily), and the ulcerations began to show improve- 
ment within 2 weeks, all being healed within 90 days; 
there was only one relapse during the observation period. 
Comparative series suggested that combined aerosol and 
intramuscular therapy was better than intramuscular 
treatment alone, though this conclusion is tentative; 
certainly, aerosol inhalation alone is inadequate. 

Nineteen patients with miliary or meningeal tubercu- 
losis have finished treatment and 65 have died. Alli these 
cases had been bacteriologically confirmed. The total 
of 84 was composed of 16 miliary cases without meningitis 
and 68 cases of meningitis with or without clinical 
dissemination. The drug was given intramuscularly in 
all cases (usually 1-8 g. daily) for 120 to 180 days if the 
patient survived. In addition, in cases of meningitis the 
drug was given intrathecally, usually in doses of 100 mg., 
either daily or on alternative days. [No mention is made 
of rest periods in the intrathecal administration.] Of the 
16 patients with miliary tuberculosis 9 are alive and 7 
dead; improvement was accompanied by complete 
radiological clearing of lung fields. Even after comple- 
tion of treatment and apparent recovery, there is risk of 
relapse with the onset of meningitis. Of the 68 patients 
with meningitis 10 are alive and 58 dead; only one of the 
10 has an entirely normal cerebrospinal fluid, and it is 
thought quite possible that all may finally relapse. 

In cases of genito-urinary, bone and joint, cutaneous, 
and ocular tuberculosis, limited trials have so far yielded 
inconclusive results. There was rapid healing of a large 
proportion of draining cutaneous sinuses treated intra- 
muscularly and not locally. In peritonitis treated with 
intramuscular streptomycin, relief of symptoms and 
clearance of ascites if present were attained in 8 of 9 cases. 
A series of 80 patients treated with protective streptomy- 
cin before and after thoracoplasty showed no cases of 
pulmonary spread within 6 months, but since only two 
cases of spread had occurred in alternate untreated 
controls it is considered possibly a waste of the drug to 
use it as an “ umbrella ” for this operation when carried 
out in competent hands and for conservative indications. 
Twenty-four cases of pulmonary resection have been 
unaccompanied by post-operative spread. 

The two main disadvantages of streptomycin treatment 
are chronic toxicity and acquired drug-resistance. 
Toxicity is of a low order, compelling cessation of treat- 
ment in only 6% of present cases. Vertigo resulting from 
labyrinthine affection is common, and, although com- 
pensation usually follows, the actual damage may persist. 
Other less common and troublesome toxic effects are 
deafness, skin eruptions, and sensitivity reactions; the 
last-named may be relieved by “ benadryl”. Evidence 
of slight renal irritation is common but definite nephritis 
rare. Gloves are advised for nurses in order to prevent 


contact dermatitis. 


INFECTIOUS DISEASES 


The majority of primarily isolated strains of tubercle 
bacilli are sensitive to 1 yg. or less of streptomycin base 
per ml. In a considerable proportion of pulmo 
cases as treatment proceeds the bacilli from the sputum 
become resistant to from 10 to as much as 1,000 yg. 
ml. This has occurred in at least two-thirds of patients 
after less than 120 days of treatment; the phenomeno, 
may be observed as early as one month after the beginning 
of treatment. The development of resistance is one factor 
in the diminution of benefit, and occurrence of relapses, 
during the latter part of treatment in some cases of 
pulmonary tuberculosis. P. D’Arcy Hart 


355. Streptomycin and Tuberculous Meningitis jp 
Children. Preliminary Note 

R. Desert, —. St. Tuierrry, E. Brissaup, and 
NouFFLarD. British Medical Journal (Brit. med. J.) 2, 
897-901, Dec. 6, 1947. 


In view of the great importance of this subject at the 
present juncture the authors have prepared a preliminary 
report setting forth their experience and results with 
streptomycin. The cases have been collected from the 
H6pital des Enfants Malades, Paris, where there is an 
almost unique source of material for this study. The 
immediate results are given in the form of a compre- 
hensive table; anything in the nature of a final assessment 
is, of course, not yet possible. Of 93 patients treated 
47 died. The remaining 46 form a heterogeneous col- 
lection now in various stages of reaction to the treatment, 
At one end of the scale are 25 regarded as well, and at the 
other end are a few noted as having hydrocephalus, 
whilst between these two extremes are cases in various 
stages of partial recovery, such as those with residual 
hemiplegia or deafness. 

These authors’ tentative conclusions are that there are 
three possible ways in which the disease may react to 
streptomycin: (1) the condition may continue to 
deteriorate; (2) after an encouraging improvement, the 
disease may pass from a subacute to a chronic condition; 
(3) the patient may regain good health, but a final 
judgment must be suspended. 

At the outset certain general rules were laid down: 
(1) employment of large doses, 100,000 to 200,000 units 
per kilo body weight per day; (2) administration both 
by intraspinal and systemic routes; (3) prolonged 
treatment for as long as possible with the highest doses 
compatible with tolerance. This last rule was found to 
be dangerous, as it led to severe toxic symptoms. The 
experimental disease caused by the streptomycin included 
three groups of symptoms: (1) toxic, leading to very 
varied temperature curves, rapid loss of weight, 
somnolence, deafness, vomiting, hyperazotaemia, and 
albuminuria; (2) cutaneous reactions resembling scarlet 
fever, measles, or rubella; (3) meningeal reactions, such 
as stiff neck, sharp pain at each injection of the drug, 
and severe convulsions with opisthotonos. Repeated 
large doses produced wide daily variations in the cell 
count of the cerebrospinal fluid. Cessation of treatment 
following the appearance of these signs and symptoms 
led to great improvement with rapid fall of temperature 
and increase of weight, but if treatment was not resumed 
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without undue delay a relapse of the meningitis occurred, 
sometimes with devastating rapidity. In order, therefore, 
to exploit the advantages of streptomycin treatment, and 
at the same time avoid its disadvantages, a new therapeutic 

ure had to be adopted. This comprised two phases, 
one of attack, and a second of maintenance. In the 

of attack large doses were given, 100,000 units per 
kilo per day by the parenteral route and two intraspinal 
injections per day of 50,000 to 100,000 units. In the 

of maintenance doses were below 50,000 units per 
kilo per day by the parenteral route, intraspinal injections 
being generally discontinued. The assessment of pro- 
gress was difficult, and apart from radiographical 
examination of the lung for miliary complications, the 
most reliable guides were rise of temperature, the 
appearances in the fundus oculi, and the condition of 
the cerebrospinal fluid. Under the influence of treat- 
ment choroidal tubercles gradually heal or disappear 
leaving residual pigmentation. Here the collaboration 
of an ophthalmologist is regarded as indispensable. 
The lymphocyte count in the cerebrospinal fluid is 
equally important; on cessation of treatment a rise may 
occur aS a preliminary to a relapse; again a rise may be 
seen following diminution of dose. To obtain the return 
of the cerebrospinal fluid to normal is essential. 

The authors sum up their immediate results as good, 
but the problem is to know when to stop treatment. 
The only safe course at the moment is to continue. There 
is then the question of increased resistance to strepto- 
mycin. If treatment is to be stopped there should be 
absence of all meningeal symptoms, an ascending weight 
curve, complete apyrexia, normal sedimentation rate, 
and a spinal lymphocyte count below 10 cells per c.mm. 
The development of hydrocephalus is discussed. It is 
not clear whether this is the result of the meningitis or 
of cerebral tuberculosis against which streptomycin does 
not appear to be as effective as against meningitis. The 
decision to operate was taken in 6 cases and in 2 the 
results were remarkably good. S. Roodhouse Gloyne 


356. Further Data on Treatment of Tuberculous 
Meningitis with Streptomycin. (Second Communica- 
tion.) neyeHuu Ty6epKynes- 
HOrO MEHHHIHTa CTpeNTOMHUHHOM. Coo6uleHue T 2-e) 
—. SHTERN, —. ROSIN, —. FUTER, and —. PROCHORO- 
Buonoruu [Byull. eksp. Med. Biol.] 24, 351-355, 
Nov., 1947. 1 ref. 


The authors record the results of treatment of 80 
patients with tuberculous meningitis observed over a 
period of | to9 months. Streptomycin was administered 
by injection into the cisterna magna; as evidence of the 
safety of this procedure, they instance 2,000 such in- 
jections with no complications. Of the first 50 patients, 
39 were still alive—26 had returned home cured and 13 
were in good general health but with residual pareses 
which were slowly but progressively clearing up—11 died 
after periods varying from 1 to 5 months. The best 
Tesults were obtained in cases treated within 10 days of 
onset (14 alive out of 16). Dosage was based on a 
definite scheme [not given in detail] depending on the 
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clinical condition and analysis of the cerebrospinal 
fluid (C.S.F.), especially as regards protein and cell 
content. Treatment was prolonged until clinical and 
pathological evidence of recovery was obtained, though 
in some of the earlier cases it was given in courses, with 
intervals of about a month. Paralyses beginning during 
treatment are not considered a contraindication to further 
streptomycin injections but rather the reverse. The 
excretion of streptomycin varies considerably. Thus, 
1 patient after receiving 70,000 units had 20 units per ml. 
in the C.S.F. after 24 hours, and 10 units per ml. after 
72 hours; in another case, the drug had completely 
disappeared in 24 hours. Clinical and pathological 
recovery do not run parallel, nor do the protein and cell 
contents of the C.S.F. return to normal simultaneously. 
In such cases, in spite of clinical improvement, relapses 
are liable to occur. Only 2 cases of permanent deafness, 
2 of temporary deafness, and 2 of blindness were ob- 
served in the 50 cases. It is not certain how far these 
were due to toxic effects of streptomycin and how far 
the pathological processes of the disease were responsible. 
[It is unfortunate that fuller details of dosage and 
frequency of intracisternal injections are not given. 
From the fact that 2,000 injections were given to 80 
patients over a period of 9 months, one may deduce that 
they were not given daily. The suboccipital approach 
seems to produce a very good percentage of recoveries, 
to be reasonably safe, and to possess theoretical 
advantages over the lumbar thecal approach more 
usually adopted in Britain and the U.S.A. Feldman 
and Hinshaw give 25 to 50 mg. a day by this route, and 
suggest that injection on alternate days may suffice. 
Grinchar. of Moscow, following Shtern’s method of 
cisternal puncture, gave to 18 cases a total of 68 g. It 
is doubtful whether the term “ recovery’’ should be 
used in the cases reported; ‘“ remissions’? would be 
more correct. since only 9 months at the most elapsed 
between the beginning of treatment of the earliest cases 
in the series and the report. No reference is made to the 
proportion of streptomycin-resistant strains occurring in 
the series.] L. Firman-Edwards 


357. Streptomycin in Experimental Tuberculosis. The 
Effects in Guinea Pigs following Infection by Intravenous 
Inoculation 

W. H. FELDMAN, A. G. KARLSON, and H. C. HINsHAW. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 


56, 346-359, Oct., 1947. 10 figs., 7 refs. 


In most of the work demonstrating the effectiveness of 
streptomycin in suppressing experimental tuberculosis 
in guinea-pigs the route of infection has been sub- 
cutaneous. The authors have now tested effectiveness 
after intravenous inoculation with 1 mg. (moist weight) 
of strain H37 Rv; streptomycin 6 mg. daily was given 
subcutaneously in 4 equal doses 6-hourly, either from the 
day of infection for 60 days or from the fourth day for 
215 days. All untreated controls died within 4 weeks, 
but in the 2 streptomycin-treated groups survival was 
considerably prolonged, though all animals died 
eventually; at necropsy, however, there was evidence of 
healing. The authors regard this intravenous test as the 
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most formidable hitherto undertaken, and suggest that 
the action of future chemotherapeutic substances of 
promise should be compared with that of streptomycin 
by this means, P. D’Arcy Hart 


358. Streptomycin Therapy in Tuberculosis of the 
Tracheobronchial Tree. A Preliminary Report 

W. Wooprurr, C. G. MERKEL, and A. STRANAHAN. 
North Carolina Medical Journal [N.C. med. J.] 8, 702- 
706, Nov., 1947. 2 refs. 


The adverse effect which the presence of tracheo- 
bronchial tuberculosis has on the treatment and course 
of pulmonary tuberculosis is well known. Strepto- 
mycin was given to 18 patients, some of whom had 
pulmonary tuberculosis and were coincidentally under 
treatment for endobronchial tuberculosis, while others 
were treated specifically for endobronchial disease. 
Many had been under observation for a long time before 
streptomycin treatment was started. The duration of 
the endobronchial disease. ranged from 3 weeks to 
44 years. The usual daily dose was 1 g. intramuscularly. 
None of these patients received aerosol streptomycin 
treatment alone. In 10 patients the lesions healed but 
left residual stenosis; in 2 of the 10 there was a recurrence 
1 month and 2 months after treatment stopped. In 
4 patients there was improvement with some residual 
swelling. One patient was only slightly improved, but 
in her case treatment had been discontinued because she 
was sensitive to streptomycin. In 3 patients there was 
no change. The best effect is obtained when strepto- 
mycin is given soon after the appearance of endobronchial 
disease; those patients with a greater degree of stenosis 
and narrowing tended to respond less to the drug. ‘“* The 
long range benefits of streptomycin therapy in endo- 
bronchial tuberculosis cannot be determined at the 
present time. It must be borne in mind that the presence 
of extensive parenchymal disease would be favourable 
to the reactivation of endobronchial disease after 
streptomycin has effected healing.” M. Daniels 


359. Treatment of Tuberculosis with Streptomycin and 
Sulphetrone 

D. G. MapbIGAN, P. N. Swirt, G. BROWNLEE, and 
G. PAYLING WriGut. Lancet [Lancet] 2, 897-904, 
Dec. 20, 1947. 13 refs. 


The streptomycin used by the authors was free from 
impurities. Such toxicity as it possessed was believed 
to be due to the streptomycin itself. [It was suggested 
by one of the authors (Madigan) a year ago that there 
might be more than one streptomycin. This has now 
been confirmed by Titus and Fried.] ‘“‘ Sulphetrone”’, 
4,4’- bis - (y-phenyl-N-propylamino) diphenylsulphone 
tetrasodium sulphonate, was selected for use with the 
streptomycin because it has been found to possess 
antibacterial properties in experimental tuberculosis in 
guinea-pigs; in this respect it has been found to be 
slightly more efficient and less toxic than diaSone cr 
promin. The streptomycin was given intramuscularly in 
all cases, with additional injections intrathecally in cases 


INFECT‘9US DISEASES 


the drugs; bacilli reappeared in the sputum and collapg 


of meningitis. The sulphetrone was given by 
The doses of streptomycin used ranged from 0-2 to 0-4. 
and of sulphetrone from 1-5 to9g. Fresh yeast and iron 
were given by mouth before and after treatment. 
Group I consisted of 11 persons receiving streptomycin 
alone. The results are given in detail. Group II cop. 
sisted of 6 patients receiving treatment with sulphetrone 
and streptomycin. In the first case, a man aged 3 
with acute fibro-caseous tuberculosis, the weight 
increased, the sedimentation rate fell, the sputum became 
negative, and the acute lesion became chronic, by 
improvement was not maintained after withdrawal of 


therapy had to be undertaken. The second patient was 
a man aged 47 gravely ill with chronic fibro-caseoys 
tuberculosis. For a period of 2 months he improved 
under treatment, then regression began and he ulti. 
mately died. In the third patient, a woman aged 29, 
a bilateral tuberculous bronchopneumonic lesion with 
serious constitutional disturbance gradually became 
fibrotic under treatment and was in that condition but 
still active when reviewed 6 months later. The fourth 
case was that of a boy aged 64 with haematogenoys 
pulmonary tuberculosis of the coarse miliary type but 
not bacteriologically confirmed. The clinical condition 
greatly improved and the coarse miliary shadows seen 
in the radiograph regressed, but a month after the 
withdrawal of the drug the child became pyrexial again, 
and a hilar flare was seen in the radiograph. The 
condition was later controlled with sulphetrone alone. 
Unilateral renal tuberculosis in a man aged 36 was 
treated, with no significant change. The last case was 
one of severe spinal caries complicated by a para 
vertebral abscess, chylous pleural effusion, some patchy 
lung changes, and a pericardial effusion in a man aged 
21. The sputum became negative, the sedimentation 
rate fell to normal, the weight increased, the lung fields 
cleared, and bony union became evident in the vertebrae. 
This was the state of affairs when re-assessment was made 
6 months afterwards, and the clinical improvement was 
considered to be greater than it would have been with 
sulphetrone alone. 

The authors summarize their findings as follows: 
(1) In 17 cases of various types of tuberculosis intr 
muscular injections of streptomycin base were given to 
maintain blood levels of 6 to 16 mg. per ml. Intrathecal 
doses in 5 of the cases yielded blood levels of 3 to 80 mg. 
per ml. (2) Six patients were also given sulphetrone 
to maintain blood levels of 2 to 8 mg. per 100 mi. 
(3) Toxic manifestations were trivial. (4) Four patients 
with uncomplicated meningitis (2 children, 1 adolescent, 
and 1 adult) died. One of the children showed 4 
temporary improvement. (5) An adult with meningitis 
and extensive fibro-caseous tuberculosis recovered from 
the meningitis but the lung lesion remained stationary. 
(6) Three examples of miliary tuberculosis of the Jungs 
with tuberculosis lesions elsewhere were included in the 
series. In 2, death occurred although there was some 
radiological and pathological evidence of healing of 
the original tubercles. The third patient, who also 
received sulphetrone, was much improved at the end of 
6 months. The authors conclude with the guarded 


t 


| | 
stat 
ally 
7 
the 
diff 
resi 
of 
exp 
cor 
is 
typ 
vas 
cell 
inf 
sec 
cyt 
ba 
36 
An 
G. 
Joi 
91 
| 
tul 
(@ 
eff 
dit 
(d 
- A 
stl 
A 
cc 
ex 
pl 
gl 
(c 
al 
ir 
sl 
g 
fi 
tl 
a 
a 
] 
| 


Ze 


TUBERCULOSIS 105 


statement that “ except for 2 cases which became clinic- 
ally resistant, the results in all the cases were equivocal ”’. 
The histology of typical lesions encountered in 2 of 
the fatal cases (acute miliary tuberculosis) is described, 
two types being differentiated. These present such a 
different host-parasite relation that they may have 
resulted from separate bouts of bacteriaemia with bacilli 
of very different grades of virulence. An alternative 
explanation—that the resistance of the host had changed 
considerably between the two phases of dissemination— 
js considered but rejected as less probable. In the first 
of lesion the foci showed a fibroblastic reaction with 
yascularization but no giant cells, typical epithelioid 
cells, or caseous areas, which suggested that the local 
infection has been successfully countered. In the 
second type the appearances were those of acute histio- 
cytic abscesses, indicating a more recent dissemination of 
bacilli and foci rapidly extending at the time of death. 
S. Roodhouse Gloyne 


360. The Combined Effect of Streptomycin and para- 
Aminosalicylic Acid on Experimental Tuberculosis in Mice 
G. P. YouMANS, A. S. YOUMANS, and R. R. OsBorne. 
Journal-Lancet [J. Lancet] 67, 403-404, Nov., 1947. 
9 refs. 


Mice infected intravenously with 0-1 mg. of H37 Rv 
tubercle bacillus were divided into groups given: 
(a) 0-75 mg. of streptomycin daily (less than the usual 
effective dose); (b) p-aminosalicylic acid (PAS), 1% in 
diet; (c) 1% PAS in diet plus 0-75 mg. of streptomycin; 
(d) 3 mg. of streptomycin daily (the usual effective dose). 
A fifth group consisted of untreated controls. The 
streptomycin was given twice daily subcutaneously. 
After 28 days, by which time more than half of the 
controls were dead, all surviving animals were killed and 
examined. Groups (a) and (6) showed moderate sup- 
pression of infection compared with the controls; in 
group (c) the suppression was pronounced, but was no 
greater than in group (d). In a second experiment 
(continued for 6 weeks owing to the lower mortality 
among the controls) a further group receiving 1% PAS 
in the diet plus 3 mg. of streptomycin daily, showed 
slightly greater suppression of infection than did either 
group (c) or group (d). Tubercle bacilli could be cultured 
from all mice, regardless of treatment. It was concluded 
that combined treatment with PAS and streptomycin 
was more effective than treatment with either drug 
separately in the same doses, but that this effect was 
additive rather than synergistic. However, such a 
combination in man might permit the use of smaller 
doses of streptomycin than when the latter was given 
alone. P. D’Arcy Hart 


361. A New Tuberculostatic Antibiotic from a Species 

of Nocardia. A Preliminary Report 

E. W. Emmart. American Review of Tuberculosis 

. Rev. Tuberc.] 56, 316-333, Oct., 1947. 7 figs., 
refs. 


Cultures of a mould, first isolated as a contaminant 
and later identified as Nocardia coeliaca (a species of the 


family Actinomycetaceae) produced an antibiotic sub- 
stance, active against Mycobacterium tuberculosis when 
grown on various synthetic media. The substance, 
which was thermostable, could be extracted from the 
medium by adsorption on charcoal and subsequent 
elution with ether—alcohol mixture. Resulting con- 
centrates had 100 times the activity of the original 
filtrate, which was low. Active antibiotic could also be 
extracted from the mycelium. Mixtures of active 
extract with tubercle bacilli produced fewer tubercles 
on the inoculated chorio-allantoic membrane of the 
chick embryo than did the tubercle bacilli alone in con- 
trol embryos, [but this cannot be considered as a true 
chemotherapeutic experiment, since the infecting organ- 
isms and antibiotic substance were not introduced 
separately]. Work on further’ concentration and 
purification is in progress. P. D'Arcy Hart 


362. A New Rapid Method for the Control of Urinary 
Tuberculosis: Preliminary Report 
G. E. Storxin. Journal of Urology Urol.] 58, 464- 
478, Dec., 1947. 10 figs., 6 refs. 


The author records 6 cases of active inoperable renal 
tuberculosis treated first with chaulmoogra oil for a 
period of 30 days and then with streptomycin. In 3 cases 
the urine became negative to guinea-pig inoculation, in 
one to culture, and in another to direct smear examination 
for tubercle bacilli. The author suggests that preliminary 
treatment with the esters of chaulmoogra oil may produce 
a “softening and conditioning process”’ on the waxy 
envelope of the bacilli in the lesion which assists the 
subsequent action of streptomycin. The first 3 patients 
were given oil of chaulmoogra, expressed from the seeds 
of Hydnocarpus kurzii, the others a more refined oil 


.derived from ethyl ester hydnocarpus oil (“* moogrol ’’). 


S. Roodhouse Gloyne 


363. The Value of B.C.G. Vaccination in Control of 
Tuberculosis 

G. S. Witson. British Medical Journal (Brit. med. J.] 
2, 855-859, Nov. 29, 1947. 13 refs. 


The author stresses the importance of being sure that 
B.C.G. vaccination is really useful before it is adopted in 
Britain and makes a critical re-examination of some of the 
main evidence on which claims of its efficacy are based. 
He points out that the work of Calmette was not con- 
trolled and that Greenwood pointed out gross fallacies in 
the published figures. The striking results obtained by 
Wallgren could not be shown to be solely due to B.C.G. 
vaccination, as segregation and other factors were also 
operative. In Chicago, Rosenthal et al. carried out a 
controlled investigation among infants, but although 
their results were superficially impressive a number of 
points were inadequately covered and the decrease in 
infant mortality.and morbidity rates which they claimed 
cannot be regarded as allowing more than a tentative con- 
clusion. Levine and Sackett conducted a similar investi- 
gation. In the initial stages of their expesiments—when, 
as was subsequently shown, the method of selecting their 
controls was fallacious—mortality in the control group 
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was five times that in the vaccinated group. When the 
method of selection was corrected the tuberculosis 
mortality in both groups was almost identical. 

The two main investigations concerning B.C.G. 
vaccination of nurses are those of Ferguson in Canada 
and Heimbeck in Norway. Ferguson included no 
control group in his series. 

Heimbeck’s figures must also be accepted with reserve. 
Aronson and Palmer, working with North American 
Indian children and young adults, made a very carefully 
controlled study over 6 years. Of 3,007 subjects, varying 
in age from 1 to 20 years, who failed to react to 00005 mg. 
of P.P.D. (purified protein derivative), 1,550, selected at 
random, were given 0-1 or 0-15 mg. of B.C.G., and the 
others 0-1 ml. of sterile saline. The incidence of pul- 
monary and non-pulmonary tuberculosis .was con- 
siderably higher in the group receiving saline than in that 
receiving B.C.G., and the tuberculosis mortality was 
seven times as high in the control group as in the vac- 
cinated group. It is open to question, however, whether 
these apparently very favourable results can legitimately 
be applied to civilized peoples having a higher degree of 
genetic immunity and exposed as a rule to a lower risk of 
infection. 

The results of investigations, therefore, have so far been 
generally inconclusive. On the other hand, the disad- 
vantages of B.C.G. vaccination are well known. Seven 
practical difficulties are enumerated which make the whole 
procedure somewhat formidable. The chances, in 


England and Wales, of dying from tuberculosis in the 
first year of life are 1,740 to 1 against, so that universal 
vaccination of the infant population can hardly be 


considered worth-while. The author enters a plea for 
the carrying out of a properly controlled trial of B.C.G. 
vaccination in Great Britain on a large scale. If this is 


impracticable, then he submits that the vaccine should . 


only be used under strictly defined conditions. 
R. J. Lumsden 


See also Section Microbiology, Abstract 148 ; and 
Section Locomotor Disorders, Abstract 301. 
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364. Experiments on the Relation of Haemoglobinuria 
and Anuria with Reference to Blackwater Fever 

J. Dawson and G. M. Finpiay. Annals of Tropical 
' Medicine and Parasitology [Ann. trop. Med. Parasit.] 41, 
306-320, Dec., 1947. 9 figs., 18 refs. 


Two main problems in blackwater fever are how the 
haemolysis and the subsequent anuria (in some cases) 
are produced. Some recent evidence (see Findlay and 
Markson, Ann. trop. Med. Parasit., 1947, 41, 22) supports 
the view that haemolysis results from an antigen-antibody 
reaction, while to explain the anuria three views have been 
given: (1) mechanical blockage of the renal: tubules; 
(2) anoxia due to constriction of the cortical renal blood 
vessels supplying the glomeruli; and (3) toxic action of 
haemoglobin or of some derivative of haemoglobin. 
The results of injecting haemoglobin, myohaemoglobin, 
and haematin have varied, but in some experiments 


INFECTIOUS DISEASES 


anuria and destruction of renal epithelium followed 
(Corcoran and Page, Tex. Rep. Biol. Med., 1945, 3, 528), 

The authors made experiments in West Africa op 
animals and observations on cases of human haemo. 
globinuria (sickle-cell anaemia and blackwater fever), 
Glomerular function in dogs was estimated by inulin. 
clearance tests. Six dogs were used as controls, 6 were 
tested after injection of haemoglobin, and in 6 others 
100 ml. of blood was withdrawn from a vein 18 hours 
before injection of haemoglobin to test the influence of 
anaemia. The injection of haemoglobin into the normal 
dogs slightly depressed the inulin-clearance rate, but in 
the bled dogs the depression was much greater; the 
acidity of the urine was not increased. Microscopical 
examination of the kidneys showed that the difference 
was not due to greater blockage of the tubules in the 
bled dogs, but the glomerular tufts showed a difference; 
in the normal dogs 32% were empty, in the bled dogs 78%, 
and all the bled dogs developed oliguria, some having 
anuria. Oliguria was therefore correlated with lack of 
blood supply to the glomeruli. 

Four dogs were bled (100 ml.) and their blood pressure 
was measured 18 hours later; 3 received an intravenous 
injection of 4 g. of haemoglobin in 15 ml. of saline and 
one received saline only as a control; no change in 
blood pressure occurred. Twenty dogs were bled and 
after 18 hours both carotid arteries were tied; half an 
hour later the blood pressure was noted and haemoglobin 
was injected intravenously; all the dogs showed a well- 
marked rise in blood pressure. Six dogs had both 
carotid arteries tied and haemoglobin injected, but were 
not bled; no rise in blood pressure occurred. Most of 
the glomerular capillaries were empty in the bled dogs, 
but not in the others. The authors note that in black- 
water fever blood pressure rarely falls until immediately 
before death. To determine whether a pressor substance 
was present the citrated plasma of the injected bled dogs 
was coagulated by heat, the resulting gel mashed up in 
saline, and the suspension (1 ml.) injected intravenously 
into “* spinal ’’ monkeys; a pressor substance was present 
in the dogs’ blood 60 to 90 minutes after the haemoglobin 
injection. The authors concluded that a substance was 
produced which decreased the glomerular filtration rate 
by shutting off the “ lesser [cortical] renal circulation” 
(Trueta et al., Lancet, 1946, 2, 237); the pressor substance 
is in the blood stream, it can cause a general rise in blood 
pressure, and its production depends on diminished 
oxygen-carrying power of the blood. 

The haemoglobin and histidine contents of the urine 
were determined in 5 cases of haemoglobinuria—one in 
sickle-cell anaemia and the others in blackwater fever. 
In 2 cases in which the urinary volume remained high, 
histidine excretion was increased and the amounts of the 
two substances excreted were correlated, while in other 
cases‘fn which the urinary volume was diminished there 
was a lack of correlation; in the latter, histidine was 
perhaps retained in the blood owing to failure of urinary 
output or was not being produced. In a patient with 
haemoglobinuria and anuria the urine on the day before 
death contained no histidine, and an extract of his blood 
withdrawn immediately after death showed pressor 
activity when injected into a spinal monkey. 
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The authors compare the animal experiments with 
human haemoglobinuria. In unbled dogs injections of 
haemoglobin produced little effect on renal function, no 
rise in blood pressure, and no pressor activity in the 
plasma, while in human haemoglobinuria also renal 
function may show little disturbance and then “no 
pressor activity is found in the serum”. In bled dogs 
injection of haemoglobin produced marked alteration in 
renal function and pressor activity in the plasma, while in 
apatient with haemoglobinuria and greatly altered renal 
function the serum contained a pressor substance. In 
this type of case histidine retention seems to be related to 
renal failure and pressor activity in the serum, 

The authors tried to prepare pressor substances 
similar to angiotonin and pepsitensin with haemoglobin 
as a substrate; with commercial pepsin and erythrocytes 
some extracts showed good pressor activity and contained 
little histidine, while others contained much histidine and 
showed no pressor activity; with kidney extract and 
haemoglobin the results were unsatisfactory, only one of 
the extracts showing pressor activity. The authors 
suggest that when intravascular haemolysis occurs the 
kidneys are affected in the following way: progressive 
anaemia develops, histidine, derived from breakdown of 
a small part of the haemoglobin, is excreted in excess of 
the normal amount and in parallel with excretion of 
haemoglobin, and kidney function shows little change; 
if histidine excretion is diminished and haemolysis is still 
occurring, renal failure develops and may be fatal. The 
failure of histidine excretion is due to a pressor substance 
in the blood, probably a polypeptide derived from 
globin and containing all the histidine of the globin. 
This pressor substance is produced as a result of renal 
anoxia and in turn increases the anoxia by constricting 
the glomerular arterioles, and decreases the glomerular 
filtration rate. J. F. Corson 


365. Acquired Resistance (Twofold) to Quinine in 
Plasmodium gallinaceum 

A. T. KNoppers. Nature (Nature, Lond.] 160, 606-607, 
Nov. 1, 1947. 4 refs. 


The fact that Plasmodium gallinaceum can be made 
resistant to “‘ paludrine”’ is confirmed. With doses of 
10 mg. per kilo body weight for 12 weeks and 20 mg. per 
kilo of quinine for a further 16 weeks it was possible to 
produce a resistance to quinine. After one passage 
through the mosquito, Aédes aegypti, the resistance was 
partially lost, in contrast to the persistence of paludrine 
resistance after passage through the mosquito. The 
quinine-resistant strain was not resistant to mepacrine, 
chloroquine, or paludrine. G. M. Findlay 


366. Treatment of Relapsing Malaria with Specific 
Antimalarial Drugs in Combination with Penicillin 

P. L. DesHMUKH. Indian Medical Gazette [Indian med. 
Gaz.] 82, 511-514, Sept., 1947. 12 refs. 


Hindle (New Engl. J. Med., 1945, 232, 133) found 
that penicillin had no effect on benign tertian malaria 
produced by inoculation of Plasmodium vivax; in the 
Present paper the author records its trial in combination 


with quinine and mepacrine in 6 patients with naturally 
acquired malaria who were admitted to the Sassoon 
Hospital, Poona, India. Notes are given of 2 typical 
cases. Presumably all were cases of benign tertian . 
malaria. Quinine bihydrochloride, gr. 6 (0-4 g.) and 
penicillin, 2 “* lac” units [200,000?], were injected intra- 
muscularly at the same time but at different sites; the 
dose of penicillin was repeated next day, and the same 
doses of both drugs were again given on the third day. 
Mepacrine tablets [dose and number not stated] were 
then given twice daily for the next 4 days. No relapse 
occurred within observation periods of 4 months, 3 
months, and 6 to 8 weeks. The author, while admitting 
that it is difficult to draw definite conclusions, claims that 
the results were successful in all 6 cases; he thinks that 
penicillin has a synergic action on quinine and a selective 
action on the exoerythrocytic forms of the parasite. 
J. F. Corson 


367. The Occurrence of Jaundice in Therapeutic and 
Natural Malaria 

T. C. CuHacmers. Journal of Clinical Investigation [J. 
clin. Invest.] 26, 1055-1059, Nov., 1947. 1 fig., 17 refs. 


During investigation of the comparative values of 
certain antimalarial drugs carried out at the Goldwater 
Memorial Hospital, New York City, in 1942, 1943, and 


1944, observations were made on the hepatitis which — 


developed in some of the patients. Jaundice occurred in 
36 of 450 syphilitic patients given malaria by inoculation 
of infected blood. Most of these patients had had more 
than one inoculation, Plasmodium vivax (McCoy strain), 
P. falciparum, or P. malariae being used to obtain the 
necessary febrile periods; many had also received T.A.B. 
injections and arsenical treatment. In addition, 7 
syphilitics, 27 conscientious objectors, and 65 Army 
volunteers were infected by mosquitoes with the Chesson 
or South Pacific strain of P. vivax, but none developed 
clinical jaundice. The bromsulphalein test of liver 
function (5 mg. per kilo) had been performed as a routine 
on admission in 400 of the 450 patients and gave normal 
findings in only 72% while in only one of the 27 conscien- 
tious objectors was the result abnormal. 

The authors give figures to show the association of the 
jaundice with other symptoms—such as fever, alimentary 
disturbance, and anaemia—and its relation to the dates 
of inoculation; it was present during malarial fever in 
only half (18) of the patients. The possible causes of the 
jaundice are discussed, and it is suggested that fh some 
cases it might have been due to infective hepatitis. 

J. F. Corson 


368. The Influence of Orally Administered Alkali and 
Acid on the Renal Excretion of Quinacrine, Chloroquine 
and Santoquine 

J. W. Jatter, M. ROSENFELD, and J. A. SHANNON. 
Journal of Clinical Investigation [J. clin. Invest.] 26, 
1168-1172, Nov., 1947. 9 refs. 


Various workers have shown that the amount of a drug 
excreted in the urine, the reaction of the urine, the 
amount of ammonium excreted in the urine, and the 
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concentration of the drug in the blood plasma are related 

to one another. In the present paper the authors record 

experiments on volunteers in which the antimalarial 

. drugs quinacrine (mepacrine), chloroquine (SN 7618), 
and santoquine (sontoquine or SN 6911) were given alone 
[control period], with sodium bicarbonate [alkali period], 
and with ammonium chloride [acid period]. The experi- 
ments were made at the Goldwater Memorial Hospital 
and New York University. 

The antimalarial drugs were given for some days before 
the observations were begun so as to obtain a steady 
concentration of the plasma, then maintenance doses 
were continued. The dose of sodium bicarbonate was 
2-5 g. every 2 hours for 7 doses during the day and once 
during the night—total 20 g. in 24 hours; that of ammo- 
nium chloride was 1 g. given in the same way—total 
8 g.in 24 hours. The amounts of the antimalarial drugs 
excreted in the urine and the concentrations in the plasma 
(except of chloroquine) are shown in tables. 

Of 4 volunteers 1 received 0-3 g. mepacrine daily and 
the others 0-2 g. daily during each period of 3 days; 
during the control period 1 to 3% of the daily dose was 
excreted in 24 hours, during the alkali period 0-07 to 
0-3%, and during the acid period 2 to 6%. In some cases 
the amount excreted in the acid period was from 14 to 
25 times that excreted in the preceding alkali period. 
The plasma level was relatively little affected by alkali 
or acid. With chloroquine, each period was of 3 days; 
one volunteer received 0-2 g. daily and 4 others each 
0-4 g. daily. During the control period 15 to 50% of the 
daily dose was excreted in 24 hours, during the alkali 
period 7 to 20%, and during the acid period 20 to 90%. 
One volunteer received a daily dose of 0-4 g. santoquine 
during each period of 5 days. 
followed by alkali, acid, alkali, and acid periods in that 
order. During the control period 41% of the daily dose 
was excreted in 24 hours, during the alkali period 16%, 
and during the acid period 64%. 

The authors discuss the results; they think that at least 
some part of each drug must be excreted otherwise than 
by glomerular filtration, and suggest that a small part is 
filtered at the glomerulus and more is actively excreted in 
the proximal convuluted tubule, some water being 
absorbed here and in the loop of Henle, while in the distal 
convoluted tubule the concentration of the drug in the 
urine becomes equal to that in the fluid surrounding the 
tubule, and is greater or less according to the respective 

_ PH of the two fluids. In the case of rapidly excreted 
drugs like chloroquine and santoquine, if toxic symptoms 
occurred, excretion could be increased by giving 
ammonium chloride, but this treatment would not be 
effective in the case of mepacrine, the rate of excretion of 
which is low. J. F. Corson 


369. Malaria in Czechoslovakia after World Wai II 
J. SNUPAREK. Journal of Parasitology [J. Parasit.] 33, 
506-508, Dec., 1947. 6 refs. 


369a. Quartan Malaria Transmitted by Blood-trans- 
fusion. Report of a Case 

K. B. Rocers. Lancet [Lancet] 2, 688-689, Nov. 8, 
1947. 15 refs. 
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The control period was ° 


AMOEBIASIS 


370. The Causative Organism of Amoebiasis. The 
Geographical Distribution, Epidemiology and Prophylaxis 
of Amoebiasis. Pathogenesis of Amoebiasis. (Boe6yny. 
ame6uasa. Marepwanst mo reorpatuyeckony 
pacnpocTpaHeHuh, 
ame6uasa. Tlarorenes ame6ua3a. Marepuann no 
ame6uasa B rpysHHCKoH CCP) 

S. M. MATEVOSIAN, V. G. GNEZDILOV, and V. B. Scuens. 
NOVICH. Ilapasutonorua u [lapagy 
TapHbie SonesHu [Med. Parasitol., Moscow] 16, No. 4, 
3-60, 1947. 2 figs., bibliography. 


In these three papers a critical review is given of the 
present state of our knowledge of amoebiasis, with 
special reference to conditions in the Soviet Union. ° 

Matevosian deals with the aetiology of the disease and 
gives an account of the morphology, life cycle, and 
physiology of Entamoeba histolytica. In addition to the 
tissue-invading form of the parasite responsible for the 
clinical symptoms of the disease, the author recognizes 
the existence of a smaller form, which inhabits the lumen 
of the large bowel, where it feeds on bacteria. This 
commensal form, also known as the minuta form, is 
regarded as the normal stage of E. histolytica; it occurs 
in carriers and in chronic cases, giving rise to cysts, 
The life cycle of E. histolytica is interpreted as follows: 
The quadrinucleate cyst, ingested by the host, gives rise 
to 8 uninucleate amoebae, which lead a commensal 
existence in the contents of the large bowel, where they 
multiply and encyst. Mature cysts are discharged with 
the stools and serve to infect new hosts in which the same 
course of development takes place. The pathogenicity 
of E. histolytica is revealed only under certain conditions 
of the environment and of the intestinal wall. Invasion 
of the intestinal wall is not a necessary stage in the life 
cycle of the amoeba. When it does take place ‘the 
amoeba assumes the “ tissue-form”’ and changes its 
food habits. 

Gnezdilov deals with the geographical distribution, 
epidemiology, and prophylaxis of amoebiasis, with 
special reference to conditions in the Soviet Union. 
Infection with E. histolytica is widespread throughout the 
entire Union. The incidence of carriers for different 
parts of the Union varies from 3-6 to 60-6%. The 
average incidence of healthy carriers throughout the 
world would appear to be about 20°. Surveys carried 
out in different parts of U.S.S.R. among persons suffering 
from intestinal disorders revealed the following incidence 
of amoebiasis (first figure) compared with the incidence 
of carriers (second figure) in the same locality: Leningrad 
3-3 and 10%; Essentuki (N. Caucasus) 1 and 149%; 
Kusha-Ashkhabad 3-8 and 23-6%; Baku 5 and 21%; 
Tiflis 1 and 69%. While the incidence of carriers 1s 
more or less uniform in different geographical zones, 
clinical forms of the disease are prevalent chiefly in warm 
countries. In the Soviet Union there are three foci of 
amoebiasis: (1) the Transcaucasian Republics, (2) the 
Middle Asian Republics, and (3) the maritime region of 
the Far Eastern Province. The true incidence of disease 
due to E. histolytica can be determined only by a dif- 
ferential morphological diagnosis of the type of amoebae 
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t, and the presence of minuta forms indicating the 
carrier state and of tissue forms pointing to clinical 
amoebiasis. Treatment of carriers is recommended only 
in endemic areas when the epidemiological situation gives 
reason to suspect those who handle food and the con- 
yalescent carriers as sources of the infection. 

Schensnovich considers the pathogenesis of amoebiasis. 
He describes the histopathology of lesions in clinical 
cases and discusses the position of carriers. There is no 
unanimity regarding the mechanism of the initial penetra- 
tion of E. histolytica into the intestinal wall. The 
author considers the existence of pathogenic and non- 
pathogenic races of the amoeba, and concludes that with 
the exception of the small race E. hartmanni there are no 
valid grounds for this assumption. However, there can 
be no doubt that various strains of E. histolytica differ in 
their virulence, as shown by their behaviour in experi- 
mental infections of laboratory animals. From recent 
experimental investigations the author is inclined to the 


view that the virulence of the amoeba is not subject to © 


much variation; its pathogenicity is determined by factors 
influencing the host rather than the parasite. Among 
these factors an important part is played both by the 
bacterial flora associated with F. histolytica in the host’s 
intestine and by the resistance of the host: factors 
tending to lower the resistance favour the development of 
the pathological process. 

The author directs attention to the possible role of the 
nervous system. According to Speransky, the general 
dystrophic process, arising as the result of excitation of 
certain areas of the central nervous system, regularly 
affects certain parts of the alimentary tract, including the 
caecum, colon, sigmoid, and rectum, producing in them 
hyperaemia, haemorrhage, and ulcerations. Since these 
parts of the intestine also represent the most common 
sites of the lesions in amoebiasis, the author suggests that 
there may be some connexion between the two pheno- 
mena. According to this hypothesis, when the nervous 
system is subjected to irritation, either independently 
of the amoebic infection or under the influence of the 
products of metabolism of E. histolytica, it brings about 
a dystrophic process, which renders certain parts of the 
intestine more vulnerable and paves the way for invasion 
by the amoebae. 

[There is an extensive bibliography of Russian and 
foreign literature.] ; C. A. Hoare 


371. On the Means of Dissemination of Human 
Intestinal Protozoa. (K Bompocy o nyTax pacnpoctpa- 


M. A. SARKISIAN. Menuunuckaa 
MapasutapHBie SOonesHH [Med. Parasitol., Moscow] 
16, No. 4, 60-62, 1947. 


An account is given of the results of observations and 
experiments carried out in Erevan (Soviet Armenia) with 
the view to elucidating the part played by house flies in 
the transmission of Entamoeba histolytica and other 
intestinal protozoa. Previous investigations in the same 
laboratory have shown that the cysts of E. histolytica can 
be retained in the gut of the fly for 33 to 36 hours, remain- 
ing viable for 24 hours, while the cysts of Giardia intes- 


tinalis and Entamoeba coli are retained for up to 48 
hours. In 1946 the author collected 1,280 flies from two 
open latrines and 950 flies from a living room of a house 
the yard of which was provided with a similar latrine. 
The intestines of the flies were dissected out and inocu- 
lated in batches of from 5 to 10 into test tubes with an egg 
medium (pH 7:8 to 8-0) and incubated at 37°C. The 
cultures were examined after 48 hours; if the results were 
negative subcultures were made, the experiment being 
concluded after examination of two subcultures. Posi- 
tive cultures were also examined in stained smears. 
Growth of E. histolytica was obtained in 16 out of 131 
tubes inoculated with material from the flies collected in 
the latrines and in 5 out of 95 from flies caught in the 
room. Even if it is assumed that the amoebae in each of 
the positive cultures originated from one fly, the results 
show that at least 1% of the flies harboured cysts of E. 
histolytica. The viability of amoebic cysts after passage 
through the intestine of the fly was determined by 
cultivating isolated rectal ampullae of 670 flies. Amoe- 


‘bae were recovered from 8 out of 17 tubes. From these 


experiments it isconcluded that in Erevan Musca domestica 
serves as a vehicle for the dissemination of E. histolytica. 
Direct microscopical examination of the intestinal con- 
tents of another batch of 500 flies revealed the following 
percentages of human intestinal protozoa: E. histolytica 
1-2; E. hartmanni 0-2; E. coli 2-4; Iodamoeba biitschlii 
0-8; Endolimax nana 0-2; Giardia intestinalis 1-2; 
Chilomastix mesnili 0-6; Trichomonas hominis 0:2; the 
total infection rate was 6-8%. C. A. Hoare 


372. On the Method of Determination of the Viability 
of Cysts of Intestinal Protozoa. K metoguKe onpene- 

E. I. Gorpon. [lapasuronorua u 
napasutapHple 6onesHu [Med. Parasitol., Moscow] 16, 
No. 4, 63-66, 1947. 


In view of the absence of definite criteria for determin- 
ing the viability of cysts of Entamoeba histolytica in 
tests of the effectiveness of various disinfectants, the 
author carried out a number of experiments on washed. 
cysts from human stools. The viability of fresh cysts was 
first tested by cultural methods while their structure and 
vital staining reactions were examined microscopically— 
both before and after treatment—with various physical 
and chemical agents (heat and chemicals). After 
treatment by heat, and with carbolic acid, “* lysol”’, 
mercury perchloride, and alcohol, the destruction of 
cysts can be ascertained by direct examination of their 
structure: the nuclei become conspicuous, while the 
chromatoid bodies are indistinguishable; the cyst loses 
its regular shape; the cytoplasm is detached from the 


wall and becomes granular. None of the vital stains - 


(methylene blue and its leucobase, neutral red, brilliant- 
cresyl-blue, eosin, brilliant-green, light-green, safranin in 
concentrations of 1 in 1,000) coloured the cytoplasm of 
living cysts; therefore it can be assumed that staining 
indicates death. However, the readiness with which they 
absorb the stain depends upon the treatment received. 
Cysts killed by “lysol” or carbolic acid stain deeply, 
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but in the case of cysts destroyed by heat the staining is 
patchy, while cysts treated with mercury perchloride 
remain unstained, and their death is revealed only by 
the structural changes. It is concluded that vital stains 
are suitable for determining the viability of cysts, but a 
combination of the cultural method, morphological 
examination, and vital staining provides the most reliable 
criteria. C. A. Hoare 


373. Contribution to the Study of Entamoeba mosh- 
kovskii. K Entamoeba mosh- 
kovskii) 

L.E. CHALAYA. Meguunncxas [lapasutonorua u ma- 
pasutapHbie 6onesHu [Med. Parasitol., Moscow] 16, 
No. 4, 66-69, 1947. 2 refs. 


In 1941 (see Trop. Dis. Bull., 1943, 40, 311) the author 
described a new species of amoeba, Entamoeba mosh- 
kovskii, found in the sewage system of Moscow, which 
was morphologically indistinguishable from E. histo- 
lytica, especially in its lumen or minuta form, and like 
this species produced quadrinucleate cysts of similar 
dimensions and structure. It is apparently free-living 
and grows in culture at room temperature. In another 
paper Gnezdilov reports the finding of the same species in 
the sewage effluents of Leningrad. The present author 
continued her observations, which were interrupted by 
the war, and since 1944 has examined the old sites and 
some new ones for the presence of E. moshkovskii. She 
was able to confirm the widespread occurrence of both 
active and encysted forms of this amoeba in various parts 
of the sewage system of Moscow, as well as in the fouled 
waters of several ponds and rivers in the vicinity of this 
town and in Minsk. A number of strains have been 
isolated in culture, in which they have been successfully 
maintained for periods exceeding three years. The 
relation of E. moshkovskii to E. histolytica remains 
undetermined, but it is pointed out that the presence of 
the former species should be taken into consideration 
when material from the outside environment is examined 
for the presence of cysts of the human species. 

C. A. Hoare 


OTHER PROTOZOAL INFECTIONS 


374. Experience of Penicillin Therapy in Visceral 
Leishmaniasis. (OnbiT BHCLe- 
pasibHoro 

I. F. Fiatov. Meguunna  [Kiin. 
Med., Mosk.] 25, No. 5, 67-73, 1947. 19 refs. 


A detailed history is given of a severe case of visceral 
leishmaniasis which was treated successfully with 
penicillin. The patient was a woman aged 26 who had 
had the disease for 16 months before specific treatment 
was begun. During this time she had suffered from 
pyrexia, asthenia, enlargement of the liver and spleen, 
haemorrhages and ulceration of the skin, and severe 
anaemia. Treatment with glucose and insulin, ascorbic 
acid, and “ stibosan”’ was followed by some improve- 
ment, but deterioration later set in, and swelling and 
necrosis of the gums accompanied the onset of agranulo- 
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cytosis. The white cell count at this stage was 1,800 per 
c.mm. Stibosan was discontinued and penicillin 
given in a dose of 360,000 units daily. After 2 days the 
condition of the mouth began to improve and there wag 
diminution in the size of the spleen. On the third day 
the temperature had fallen to normal and the white celj 
count had risen to 3,000 per c.mm. The patient's 
general condition improved steadily. There was 
relapse on the ninth day, with coma, pyrexia, and enlarge. 
ment of the liver and spleen; but the patient recovered 
again the next day and treatment with penicillin was 
discontinued. A total of 3,020,000 units had been given 
in 10 days. Subsequent recovery was uninterrupted, and 
the patient was discharged 6 weeks after beginning peni- 
cillin treatment. At this time the liver and spleen were 
still palpable, the white cell count was 10,200 per c.mm, 
and red cell count 3,400,000; no leishmania could te 
found on sternal puncture. The patient was still well 
5 months later. D. J. Bauer 


375. Spontaneous Variation in Chemotherapeutic 
Sensitivity of Trypanosomes. (Variacién espontanea en 
la sensibilidad quimioterapica de los tripanosomas) 

K. Kroo and P. RopriGuez-PEREZ. Revista Clinica 
Espanola [Rev. clin. esp.] 27, 185-187, Nov. 15, 1947, 
1 fig., 6 refs. 


The authors have studied the activity of different 
tervalent and quinquevalent arsenic compounds on 
various strains of Trypanosoma brucei in infected mice. 
They found that, during continuous treatment of the 
mice, the trypanosomes became more and more resistant 
to arsenic, and increased dosage was necessary to obtain 
the desired effect. The cure rate dropped from 86% 
to 34%, but one month after the trypanosomes had 
attained their maximum resistance they suddenly became 
sensitive again to the action of the arsenic. The authors 
can offer no explanation of this phenomenon. 

F. Duran-Jorda 


376. Seasonal and Annual Variation in the Incidence of 
Trypanosomiasis in Game 

F. L. VANDERPLANK. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 41, 365-374, 
Dec., 1947. 15 refs. 


These investigations were made in Tanganyika Terri- 
tory from June, 1939, to June, 1944; 378 wild mammals 
belonging to 38 species were shot and their blood was 
examined microscopically for the presence of trypano- 
somes. Giraffes showed the highest rate of infection 
(37%), then roan, éland, zebra, impala, and wart-hog in 
that order, while no trypanosomes were found in carni- 
vores, monkeys, and rodents. Trypanosoma congolense 
(T. simiae?) was found in | of 6 elephants. There were 
no significant differences in the rate of infection between 
young and adult animals or between the sexes. The rate 
varied with the season, being highest in March and 
April, the time of heavy rain; it varied also from year 
to year in correlation with annual variation in the pro- 
portion of infected wild tsetse flies. The animals were 
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more often infected with T. congolense and T. vivax than 
with T. brucei, the rate of the last being less than 1%. 
Wild tsetse flies (Glossina swynnertoni and G. pallidipes) 
were dissected and examined, and the following rates of 
infection with trypanosomes were found among 35,112 
flies: T. congolense 2:2%, T. vivax 2:1%, and T. brucei 
jess than 0-1%. The author observed that temperature 
markedly affected the transmissibility of T. rhodesiense 
and 7. congolense. The activity and hunger cycle of 
tsetse flies and their actual numbers were also investi- 
gated. The erythrocytes in blood recently imbibed by 
1,600 G. swynnertoni were measured and the results 
indicated that this species feeds largely on giraffes and 
large antelopes; some observations by the author (J. 
anim. Ecol. 1944, 13, 39) showed that G. pallidipes 
preferred to feed on pigs. Various captive wild animals 
were experimentally infected with T. rhodesiense: 
wart-hogs rarely showed trypanosomes in the blood, but 
rats were infected from them by inoculation; trypano- 
somes appeared in the blood of elands for several days 
at a time up to 6 months after the infecting bite, and a 
goat was infected by inoculation of 50 ml. of blood from 
an eland infected 2 years previously. Other animals 
showed various degrees of infection. J. F. Corson 


377. Persistence of the Parabasal Body in a p-Rosaniline 
Resistant Strain of Trypanosoma brucei 

M. Buck. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 67, 
77-79, Jan., 1948. 1 fig., 5 refs. 
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378. Rheumatism due to Tonsillar Infection. 
Frage des tonsillogenen Rheumatismus) 

R. SieGrist. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 77, 1307-1312, Dec. 13, 
1947. 1 fig., 14 refs. 


The greater part of this paper is a critical review of the 
chief aetiological hypotheses in acute rheumatism: 
(1) that of Aschoff and Graeff, that rheumatism is a 
specific infective disease, the infective agent being a 
filterable virus; (2) that of Klinge and Réessle, that 
theumatism is an allergic tissue reaction in a sensitized 
organism; (3) that of Albertini and Grumbach, that 
theumatism is caused by focal infection, with no specific 
infective agent. 

The conflicting views of Graeff, that the Aschoff nodes 
afford evidence of specificity, and of Klinge, that they 
represent only a non-specific tissue reaction, are given. 
Summarizing Klinge’s work, the author relates how this 
investigator had shown that by intravenous injection of 
colloidal acid dyes anaphylactic shock could, in a certain 
proportion of cases, be stopped or weakened. While 
rabbits sensitized to horse serum responded to an 
injection of horse serum into the knee-joint with an acute 
diffuse inflammation of the synovial villi, this reaction 
might not occur in animals previously treated with the 
dye. If the response was only weakened a monocytic 


(Zur 


infiltration of the joint tissues was observed, similar to 
that in human chronic joint rheumatism. By further 
experiments histological changes were reproduced in 
joints, arteries, veins, striate muscle, heart valves, and 
heart muscle; these changes were very similar to those of 
acute rheumatism. Klinge claimed to show that the 
earliest reaction was not the formation of an Aschoff 
node, but that this is preceded by an acute degenerative 
and exudative reaction in the connective tissues. Cells 
of the Aschoff node appear later, as a proliferation of 
connective-tissue cells secondary to the first stage. 

All the authorities whose views are discussed believe 
that there must be a primary focus of infection. Graeff 
has succeeded in demonstrating changes in the tonsillar 
bed in a few early cases of acute rheumatism, and he 
believes that these changes represent the primary rheuma- 
tic lesion. The microscopical appearances were similar 
to those of the somewhat atypical Aschoff nodes found in 
tendons. Dissemination, possibly in part by lymphatics, 
must be mainly by the blood stream. Albertini and 
Grumbach succeeded in producing an endocarditis in 
rabbits by a single massive intravenous injection of 
streptococci, derived from human infective foci. This 
experimental endocarditis was similar to the infective 
endocarditis of human beings. It was produced by 
a single dissemination of the infective agent, in con- 


_ trast to the oft-repeated trartsitory bacteriaemia of the 


human disease. As would be expected, in the experi- 
mental infection all inflammatory foci are at the same 
stage of development, whereas in the human disease the 
foci are at different stages. 

Thus there are, the author suggests, two criteria for the 
recognition of a generalized disease arising from focal 
infection: (1) evidence of a primary focus of dissemina- 
tion, and (2) the finding in the tissues of inflammatory 
foci at various stages of development. To illustrate this, 
the post-mortem findings in 2 cases of acute rheumatism 
are described. In both there was evidence of strepto- 
coccal infection of the tonsils; in one the same type of 
streptococcus was found in the tonsil and in the cardiac 
muscle. Kenneth Stone 


379. Epidemiologic Study of Seven Hundred and Fifty- 
seven Cases of Rheumatic Fever 

R. W. Quinn. Archives of Internal Medicine [Arch. 
intern. Med.] 80, 709-727, Dec., 1947. 5 figs., 18 refs. 


Rheumatic fever ranked high as a cause of lost man- 
power in the United States Navy. The incidence rose 
from 0-73 per 1,000 in 1940 to 2:29 in 1944, when the 
disease was second only to simple fractures in causing 
loss of manpower. This increase coincided with large 
epidemics of haemolytic streptococcal infection. The 
importance of this high incidence can be gauged by the 
fact that 21-5% of the men already had valvular heart 
disease at the time of discharge. 

The present paper deals with a group of 757 patients 
out of a total of 1,470 admitted to a naval rheumatic 
fever hospital during 1945-46. At least 25% of the 
group came from urban homes and 24-5% had had a 
previous attack of rheumatic fever. The age of onset at 
the first attack was unusually late; 54-4% first contracted 
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the disease at the age of 17 to 19 years; 77:-4% became 
victims during their first year of naval service. The 
disease occurred throughout the year, the heaviest 
incidence being in December and January. In 72% a 
definite history of preceding respiratory infection was 
obtained. Prophylactic sulphonamides caused a dramatic 
fall in the incidence of these infections, but only tem- 
porarily since sulphonamide-resistant strains appeared. 
The quarters in the training centres were always crowded 
and frequently ill-ventilated, especially in winter, while 
fresh groups of susceptible recruits were constantly being 
introduced into this infected environment. By contrast, 
in ships the accommodation, though crowded, was 
usually well-ventilated and streptococcal infection 
uncommon. The author emphasizes the danger of 
introducing young men susceptible to rheumatic fever 
into a crowded community infected with the haemolytic 
streptococcus; this risk is especially great for men who 
have previously had an attack of rheumatic fever. 
F. Turney 


380. Oral Penicillin in the Prophylaxis of Recurrent 
Rheumatic Fever 

M. M. MAtiner and S. D. AMSTERDAM. Journal of 
Pediatrics [J. Pediat.] 31, 658-661, Dec., 1947. 16 refs. 


Forty-four children were observed over 2 years to 
determine the value of oral penicillin in the prophylaxis 
of rheumatic fever. Of these 22 acted as controls while 
22 were given lozenges containing at first 1,000 and later 
5,000 Oxford units and were told to suck one slowly one 
hour after each meal. A month’s treatment was given 
in autumn, winter, and spring. The purpose of the 
experiment was the introduction of the antibiotic at the 
actual site of growth of the haemolytic streptococci. 
This direct action and the avoidance of repeated blood 
and urine analyses were considered advantages over 
sulphonamide prophylaxis. Both groups were composed 
of patients described as suffering from possible heart 
disease, potential heart disease with a history of rheuma- 
tism, rheumatic mitral valvulitis, and congenital heart 
disease. The latter were included to ascertain the value 
of penicillin in the prevention of subacute bacterial 
endocarditis. None of the penicillin-protected patients 
developed rheumatic fever, while 4 of the controls had 
definite attacks. The majority of mothers of the 
children having penicillin reported improvement in 
general health and a reduced number of upper respiratory 
infections. H. Herlinger 


381. Latent Rheumatic Myocarditis 

J. RoGers and S. L. Rospins. New England Journal of 
Medicine [New Engl. J. Med.] 257, 829-837, Dec. 4, 
1947. 15 refs. 


The authors are of the opinion that initial attacks of 
rheumatic carditis occur in the later years of life and are 
often not diagnosed because there may be a complete 
absence of characteristic clinical signs, although the 
lesion may progress insidiously to cardiac failure and 
death. Since in many cases the disease is completely 
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asymptomatic, no diagnosis is possible save by anatomical 
investigation of the heart. 

Active rheumatic myocarditis was proved in 4] Cases 
by study of microscopical sections together with the 
necropsy protocols. The cases felt into four groups: 
Twenty cases in which clinical and pathological diagnose, 
of acute rheumatic fever were in agreement. (II) Ten 
cases diagnosed as inactive rheumatic heart disease which 
were found at necropsy to have, in addition to the 
characteristic rheumatic valvular deformity, Aschof 
bodies in the myocardium. (III) Seven cases in which 
no diagnosis of rheumatic heart disease, active or inactive, 
had been made clinically, but in which valve deformities 
and Aschoff bodies were found at necropsy. (IV) Four 
cases not diagnosed during life or by macroscopicaj 
examination at necropsy; microscopy showed that acute 
rheumatic myocarditis was present. The average ag 
in the 41 cases was 33 years, and the striking feature was 
that the average age in Group I was 18 years, in Group] 
41 years, in Group III 55 years, and in Group IV % 
years. In Groups III and IV, in which no clinical diag. 
nosis of acute rheumatic carditis had been made, the 
congestive failure was attributed to hypertension on mor 
than one occasion, and in neither group was a past 
history obtained which was suggestive of rheumatic 
infection. Even in the rare cases in which symptoms 
suggestive of active rheumatic fever had been present, the 
advanced age of the patient had apparently misled the 
clinician. S. Oram 


See also Section Pathology, Abstracts 113, 123. 


382. The Aetiology of Reiter’s Disease. 
sur l’étiologie de la maladie de Reiter) 

PAsTINSZKY. Acta Dermato-Venereologica [Acta 
derm.-venereol., Stockh.] 27, 415-431, 1947. 1 fig, 
60 refs. 


After a short review of the European literature of 
Reiter’s disease the author reports 7 cases. In each 
case diarrhoea preceded the attack by 3 to 4 weeks, but 
at that time bacteriological examination of the stools 
could not be carried out. In 2 patients sero-agglutina- 
tion with Shigella dysenteriae flexner gave titres of 1 in 
200 to 1 in 400. The bacteriological examinations of the 
conjunctival and urethral secretions were entirely nega- 
tive. Lymphogranuloma venereum was excluded by the 
Frei test. The syndrome is considered to be either an 
allergic or parallergic reaction after bacillary infection 
of the intestines with later participation of the other 
organs. Urticaria, leucopenia with a shift to the left, 
local eosinophilia in conjunctival and urethral secretions, 
or general eosinophilia, which were observed in some of 
the cases, were thought to confirm the allergic aetiology. 
The arthritis was severe, chronic, and refractory to the 
administration of massive doses of salicylates or cincd- 
phen. Fever therapy (milk or sulphur injections), 
autohaemotherapy, calcium and ephedrine injections, 
glucose, and locally zinc sulphate or adrenaline proved 
effective. [The “‘ hypertherm ” type of pyrotherapy has 
been found of use in treating resistant cases in Britain] 

G. W. Csonka 
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